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• 
Advantage II -Cat products (11556-!50, -151, and -!52) 
Doug Spilker 
to: 
Autumn Metzger 
!0/!0/2012 09:!2 AM 
Cc: 
Venus Eagle 
Hide Details 
From: Doug Spilker <doug.spilker@bayer.com> 

To: Autumn Metzger/DC/USEPAIUS@EPA 

Cc: Venus Eagle!DC/USEP A/US @EPA 

History: This message has been replied to. 

• Page I of2 

6 Attaclunents 

Advantage II Kittenjb highlighted.pdf Advantage II Kittenjb.pdf Advantage II Large Catjb highlighted.pdf 

Advantage II Large Catjb.pdf Advantage II Sma!I Catjb highlighted.pdf Advantage II Small Catjb.pdf 

Hi Autumn, 
Please find attached the draft master labels {1 dean copy; 1 highlighted copy), text dated 9/25/2012, for the 
Advantage II Kitten {11556·150), Advantage II Small Cat {11556·151) and Advantage II large Cat {11556~152). 
The following are the text changes that were made from the last version. All of the elements of the Final Printed 
labeling (facsimile) for these products will be sent under separate emails by product. 

Page Changes to Master label 

Page 1 Updated text date to 9/25/12; updated version designation from "ja" to "jb"- see file 
name. 

Page 1 Changed referral statement to show that First Aid appears inside on Inse-rt. This was agreed 
to In email of 8/24/12 {A. Metzger to D. Spilker). 

file://C:\Documents and Settings\ametzger\Local Settings\Temp\notes87944B\-web 13 79 .... I 012512012 6



• • Page 2 of2 

Page 2 First Aid removed, and moved to page 6 (insert). 
Page 6-7 Added First Aid section and duplicated Precautionary Statements, Hazards et al. (from page 

2) so that it will match the Insert of the Final printed labeling. 

Please call if you have questions or the labels do not come through correctly. 

Best Regards, 
Doug 

Douglas A. Spilker, Ph.D. 
Manager~ EPA Reg. Affairs 
BAYER HEALTHCARE LLC 
Animal Health Division 
Office: 913-268-2751 
Mobile: 816-506-3102 
Email: doug.spilker@bayer.com 

Address: 
P.O. Box 390 
Shawnee Mission, KS 66201-0390 
Country: USA 

Bayer Animal Health HProtecting.Curing.Caring ... Together'' 

Tile informt~lkm OOTJ!ained lnlhis e-mail Is for the oxc!VIilvtl use cflho intui'lded reelpirmt(s) and may bo confidentilll, proprfffllary, sndlorlo(Jally 
prtvllogod. lnadvertant d/Uioaum oflhl:s messea- does not constllule a waNeral &ny prlvl1ege. lfycv !YJC61Vo th/J mossaglt in enor, p/f;ltJ;e do not 
d!roctly orlndirecUy u:o, print, copy, forward, ordlwlooo .ny port ol/hil monoge. PialnO also dtlfllto fills &-mall ond all eoptes and notify ths sendltr 
Thtmk you. 

------------- ------ -------

file://C:\Documents and Settingslametzger\Loca1 Settings\Templnotes87944BI-web1379.... 10/25/2012 7



• • 
RE: Advantage II Cat Labels (11556-150, -151 and -152) 

I to: Autumn 

Thanks. I never got any stamped labels!? 

However, will do. Do I send via email or through the mailroom? 

Best Regards, 
Doug 

Douglas A. Spilker, Ph.D. 
Manager~ EPA Reg. Affairs 
BAYER HEALTHCARE LLC 
Animal Health Division 
Office: 913-268-2751 
Mobil., 816-506-3102 
Email: doug.spilker@bayer.com 

Address: 
P.O. Box 390 
Shawnee Mission, KS 66201-0390 
Country: USA 

Bayer Animal Heatth "Protecting.Curlng.Caring ... Together" 

From: Autumn Metzger [mai!to:Metzger.Autumn@epamafl.epa.gov] 
Sent: Monday, September 24, 2012 11:48 AM 
To: Doug Spilker 
Cc: Angela Mall; Venus Eagle 
Subject: RE: Advantage II cat !.abe~ (11556-150, -151 and -152) 

Hi Doug, 

09124/2012 12:51 PM 

This Is precisely the reason we are asking for the final printed labels. These things have to 
be worked out to ensure they a!! fit and match what we stamp. So yes, what you propose Is 
fine, however now we need to start the process over and re-stamp labels. Please re-submit 
these with no other changes and a very clear cover letter. 

Autumn Metzger 
Biologist 
u.s. Environmental Protection Agency 
Insecticide-Rodenticide Branch 
Registration Division (7505P) 
1200 Pennsylvania Ave. NW 
Washington, DC 20460 

Tel: 703 305-5314 
Fax: 703 308-5433 
Email: metzger.autumn@epa.gov 
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• 
~----Doug Spilker <doug.spllker@bayer.com> wrote: ----
To: Autumn Metzger/DC/USEPA/US@EPA 
From: Doug Spilker <doug.spllker@bayer.com> 
Date: 09/24/2012 11:24AM 

• 
Cc: Angela Mall <angela.strauss@bayer.com>, Venus Eagle/DC/USEPA/US@EPA 
Subject: RE: Advantage II Cat Labels (11556-150, -151 and -152) 
Good Morning Autumn, 

They are working on these package labels to try and meet your deadline. However, they are having 
trouble fitting all of the new Information on the back panel- e.g. new Restrictions section, side 
effects et al. We would like your permission to move the First Aid section to the insert [and of 
course change the referral statement to reflect this.) The Precautionary Statements (Hazard to 
Humans, Hazard to Domestic Animals, Side Effects, and Restrictions would appear on the back 
panel.) ALL of this information would also be repeated in Its entirety on the insert, so the Insert is 
very complete- including all the proper positioning of the First Aid statements with the 
Precautionary statements. 

As I read the LRM (7~10), It says that the Agency may permit reasonable variations in placement of 
the First Aid statements as long as the referral statement appears on the front panel. We feel this is 
a reasonable request, and does not increase any potential hazard in using the product. 

We ask for your permission to do thls.lfyou need revised Master labels to reflect this change, 
please let me know and we will fix it. 

Best Regards, 
Doug 

Douglas A. Spilker, Ph.D. 
Manager~ EPA Reg. Affairs 
BAYER HEALTHCARE LLC 
Animal Health Division 
Office' 913-268·2751 
Mobil., 816-506-3102 
Email: doug.spilker@bayer.com 

Address: 
P.O. Box390 
Shawnee Mission, KS 66201~0390 
Country: USA 

Bayer Animal Health "Protecting.Curing.Caring ... Together" 

From: Autumn Metzger [maltto:Metzger.Autumn@epamail.epa.gov] 
Sent: Tuesday, September 18, 2012 2:03PM 
To: Doug Spilker 
Subject: Re: Advantage II Cat Labels (11556-150, ·151 and -1S2) 

Hi Doug, 

These all look ok. Please go ahead and use these to update the final printed labeling for each and submit 

9



• • 
to me via email (if possible). We cannot close these out wilhout that part (since I have to be sure the font 
sizes/colors/pictures and everything else are adequately translated to the final printed labeling). Can we 
shoot for this back to me within 3 weeks? We'll have to have this closed out before we can finish up the 
ferret amendment and we would rather not push that back. 

Autumn Metzger 
Biologist 
U.S. Environmental Protection Agency 
lnsecticide~Rodenticide Branch 
Registration Division (7505P) 
1200 Pennsylvania Ave. NW 
Washington, DC 20460 

Tel: 703 305-5314 
Fax: 703 308-5433 
Email: metzger.autumn@epa.gov 

,, Doug Spilker ~-09/0712012 07:4 7:47AM-Hi Autumn, Here's your welcome back present. Attached are 
the revised labels for the cat products wi 

From: Doug Spilker <doug.spllkor@bayer.com> 
To: Autumn Met:rger/DC/USEPAIUS@EPA 
Cc: Venus Eagltt/DCIUSEPNUS@:EPA 
Date: 0910712012 07:47AM 
Subject: Advantage 11 Cat Labels (tt5156·150, ·15 t and ·152) 

Hi Autumn, 
Here's your welcome back present Attached are the revised labels for the cat products with the changes you 
requested. t have looked at these ad nauseam, and t hope I fixed everything. The Advantage II dog labels will 
be in a separate email. I am in the office next week on Monday, and Friday, but in DC Tuesdaythru Thursday. 
I'm hoping we don't. but let me know if we need to work on these some more. 

Best Regards, 
Doug 

Douglas A. Spilker, Ph.D. 
Manager. EPA Reg. -:Vfairs 
SAYER HEALTH CARE LLC 
Animal Health Division 
Office: 913·268·2751 
Mobile: 816·506-3102 
Email: doug.spllker@bayer.com 

Address: 
P.O. Box390 
Shawnee Mission, KS 66201-0390 
Country: USA 

Bayer Animal Health "Protecting.Curing.Carlng ... Together" 

The information contained In this e-mail is for the exclusive use of the Intended reclplent(s) and may be confldenUal, proprietary, 
and/or legally prtvHeged. Inadvertent dllclosure of this message does not constitute a waiver of any privilege. If you receive this 
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• • 
message In erTor, please do not directly or lndlroctly use, print, copy, forward, or disclose any part of this message. Please also 
delete this e·mai! and al! copies and notify the sender. Thank you. 

For allemale languages please go to http:llbayerdisclalmer.bayerweb.com 

(See attached file: Advantage II Kitten ja.pdf)(See attached file: Advantage II Small Cat 
)a.pdf)(See attached file: Advantage II Large Cat )a.pdf) 
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• • DATA PACKAGE BEAN SHEET 
Date: 03w0Ctw2012 

Paget of1 

"'*"' Registration Information "'"'"' 

Decision #: 463818 

DP #: (405724) 

NON PRIA 

Parent DP #: 

Submission#: 924810 

E..Sub #: 

Registration: 11556-150 ·ADVANTAGE II KITTE!!_ _______ ~------------- ______ _ 

Company: 11556 ·BAYER HEAL THCARE LLC 

Risk Manager: RM 01 ·Venus Eagle. {703) 308-8045 Room# PY1 S-7913 

Risk Manager Reviewer: ~utumn Metzger AMETZ.=G~E~R~--
~- ---------

Sent Date: PRIA Due Date: 06-0ec-2012 Edited Due Date: 

Type of Registration: ~Oduct Registration_- Section 3 __ 

Action Desc: ~.QQ_)_~_~_g_L R~1Sf!?_~;N_9_Q~~-~9_y_~EQ~--~-~ 

Ingredients: 12:9032, Pyrlproxyftln(.~"""'lc___ __ _ 

~~· lmldacloprkl(9~ 1'1i) -------~-----------~--~- --------~---------

"' "' • Data Package Information "' "' "' 

EKPedite: 0 Yes e No Date Sent: 03-0ct-2012 Due Back: 

DP Ingredient: 129000, lmfdacfoprld 

129032, Py1ipto,l(y.J!!::I_ ---------·------------

CSF Included: 0 Yes 8 No Label lnciudod: 0 Yes 8 No Parent DP #: 

Date In 

Organb:atlon: RO I TRB 

Team Name: cTO~Xo__ 

~·----~--- -----~ Last Possible Science Due Date. 26 llJ.£5 ~~

Science Due Date: 

Reviewer Name: __ _ Sub Data Package Due Dale: -·--------

Contractor Name: 

"' "' "' Studies Sent for Review * "' "' 
No Studies 

* * • Additional Data Package for this Decision * * * 
No Additional Data Packages 

"' "' "' Data Package Instructions "' "' "' 
Byron: 

Please check the original CA studies for this product and verify the lowest weight allowed for tho spot-on mitigation. 

!hanks, 
euttJmn 
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• • 
UNITED STATES ENVIRONMENTAL PROTECTION AGENCY 

WASHINGTON. D.C. 20460 

October 12, 2012 

OH'IC£ Of CIIEM!CAL SAH:TY 
A:-<D POLLin 10:\ PRf:\'F./\-riQ"\ 

OFfiCE Of' f'ESTICIDI> PROGRAMS 
REGI~IRATION DIVISIO:"i (7W51') 

MEMORANDUM: Minimum Treatment Weight and Age for EPA Reg. No. 11556~150 

Subject: Name of Pesticide Product: 
EPA Reg. No. /File Symbol: 

ADVANTAGE 11 KITTEN 
11556-150 

DP Barcode: DP 405724 
Decision No.: 463818 
Action Code: 300 
PC Codes: 129099 (lmidacloprid: 9.1%) 

129032 (Pyriproxyfen: 0.46%) 

From: 

To: 

Registrant: 

Byron T. Backus, Ph.D., Toxicologist 
Technical Review Branch 
Registration Division (7505P) 

Autumn MetzgerNenus Eagle RM 01 
Insecticide-Rodenticide Branch 
Registration Division (7505P) 

BAYER HEALTH CARE LLC 

FORMULATION FROM LABEL: 
Active Ingredient(s): 
129099 lmidacloprid 
129032 Pyriproxyfen 
Other lngredient(s): 

TOTAL 

ACTION REQUESTED: The Risk Manager requests: 

,.- (l .....Jl-----. 
0~'· "-"'''o6 -<1..-

rl [.{M~' • .,_,a.t>f' 
[.,.. ~ ,.)11'" 

bywt. 
9.10% 
0.46% 

90.44% 
100.00% 

" ... Please check the original companion animal studies for this product and verify the lowest 
weight allowed for the spot-on mitigation ... " 

13



• • 
BACKGROUND: 

The companion animal safety studies that supported the registration of EPA Reg. No. 11556-150 
are an adult cat study in MRID 45097001 (Abraham, A. (2000) Evaluation of the General Safety 
of9.1% Imidacloprid with 0.9% Pyriproxyfen Spot-on Formulation in the Target Species, Adult 
Cats: Lab Project Number: 75122. Unpublished study prepared by Bayer Corporation. !39 p. 
{OPPTS 870.7200}) and a kitten study in MRID 47924801 (Madsen, T. (2009) Evaluation of the 
General Safety ofM880. Project Number: 152/141, S07648, 33714. Unpublished study prepared 
by Sinclair Research Center, Inc. 193 p.). The last accepted (September 27, 20 10) label indicates 
that this product (packaged in tubes containing 0.0078 fl. oz. or 0.23 mL formulation) is for 
once-a-month topical treatment for fleas and lice on cats and kittens 8 weeks and older and 
weighing under 5 lbs. 

COMMENTS AND RECOMMENDATIONS: 

I. In the cited adult cat study (MRID 45097001) Day -I weights of the treated (5X) cats ranged 
from 5.23 to 10.9lbs. Cats weighing up to 9lbs were dosed with 2 mL (5 x 0.4 mL), while 
cats weighing more than 9lbs were dosed with 4.0 mL (5 x 0.8 mL). The cats were treated at 
weekly intervals (Days 0, 7, 14 and 21). The statement is made (p. 17 ofMRID 45097001) 
that: "This resulted in a 20X the monthly use volume applied in a months time." However, 
TRB concludes that this study (by itself) could only be used to set a minimum weight that 
would be greater than 5 lbs. 

2. The following are excerpts from the executive summary of the review (TXR 5012077; EPA 
File Symbol: 11556-RLN, memorandum dated April 15, 2010) of the companion animal 
(kitten) safety study in MRID 4792480 I: 

1n a companion animal safety study (MRID 47924801), 5 groups, each containing 6 males 
and 6 females, of domestic shorthair kittens (54-57 days old on Day 0; Day -1 body weights: 
males: 0.691-1.012 kg; females: 0.555-0.935 kg; source: Liberty Research, Inc., Waverly, 
NY), were topically treated (on Day 0) with (Group I): mineral oil at a total dose of 1.15 mL; 
(Group 2): 3X vehicle substance at a total dose of 0.63 mL; (Group 3): 5X vehicle substance 
at a total dose of 1.05 mL; (Group 4): 3X test substance at a total dose of0.69 mL; and 
(Group 5): 5X dose test substance at a total dose of 1.15 mL. For each group, the total dose 
was split into three sub-applications which were administered at approximately 60-minute 
intervals. The application site was the skin on the dorsal midline from the base of the skull to 
the interscapular region. The dosing was repeated on Day 14. 

2 
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• • 
The groups and test materials they received (with amounts applied) are shown in the table 
below: 

Group Test Material Applied Volume of each application Cumulative amount applied on 
Dav 0· also on Dalv- 14 

I 
Mineral oil t• ann =0.35 mL" 2nc1 & Jrd = 0.4 mL 1.15 mL 

2 Vehicle of proposed formulation 3 applications@ 0.21 mL 0.63 mL 

3 

4 

5 

(no active ini.u-cdicnts) at 3X 

v~~icleofpr~=~ formulation 3 applications@ 0.35 mL 1.05 mL 
no active in ients) at 5X 

Proposed formulation 3 applications@ 0.23 mL 0.69 mL 
(with active inltl'Cdients) at JX 

Proposed formulation t>~ app = 0.35 mL; 2"" & 3 =0.4mL 1.15 mL 
(with active ingredients) at Sx 

... Body weights were determined on days -7, -3, ~1, 1, 15 and 28. Physical examinations 
were conducted by a veterinarian on days -7, -3, I, 15 and 28 ... 

All animals survived to the end of the study ... 

One Group 5 male (08KPKl) was lethargic on day 15 (the day following the second dosage). 
This was the only reported occurrence oflethargy in the study; also it was the only kitten in 
this group with coat effects on day 15; this animal had shown diarrhea on day 14 preRdose 
and on day 15. The overall mean food consumption of this animal (49.4 g/day) from week l 
to 4 was lower than values of the other males (range: 52.9 to 69.0 g/day) in this group, and 
was particularly low (36.6 g/day) during week 2 (presumably from day 7 through 13, a 
period that did not include an application of the test material). According to the report 
summary this kitten demonstrated intermittent anorexia (days II and 15) resulting in mild 
weight loss and transient dehydration and lethargy. with immediate improvements in food 
consumption and general condition noted following supplementation of the diet with moist 
food. 

All kittens galned weight from Day -l to Day 28. Mean body weight galns of Group 5 (5X 
test material) males and females were noticeably lower than those of the other groups in the 
period from Day -l to Day 20 (which included applications on Days 0 and 14). Group 5 
males had a weight gain that was 87% of that for Group I males, and Group 5 females had a 
value that was 92.6% that of Group I females. Group 4 (3X test material) males and females 
had values slightly greater than those of their Group I colUlterparts. 

It is concluded that the margin of safety in kittens administered a topical application of 
the product formulation is at least 3X. Possible effects observed at SX included 
lethargy in one male kitten following the second set of applications, and decreased body 
weight gains in both males and females in the period from day -1 to day 20. As noted in 
the current 870.7200 Guidelines: "Consideration will be given to products with less 
than a SX margin of safety, depending on the severity of clinical Signs of toxicity (e.g. 
transient, non-life-threatening signs)." 

3 
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• • 
This companion animal safety study in male and female domestic shorthair kittens is 
Acceptable/Guideline.and does satisfy the guideline requirement for a companion animal 
safety study (OPPTS 870.7200) in 54-57 day (8 week) kittens. 

3. From page 89 ofMRID 47924801, on Day -1 the individual weights of the male kittens in 
Group 4 (3X) ranged from 0.761 to 0.888 kg (1.678-1.958lb), while the male kittens in 
Group 5 (5X) ranged from 0.777 to 1.012 kg (1.713-2.23Ilb). The respective means with 
standard deviations were [3X] 0.825 ± 0.053 and [5X] 0.863 ± 0.090 kg (1.818 ± 0.117 and 
1.903 ± 0.199lbs, respectively). From data on page 90, on Day -1 the individual weights of 
the female kittens in Group 4 (3X] ranged from 0.637 to 0.820 kg (1.404 to 1.808lbs) while 
the female kittens in Group 5 (5X) ranged from 0.613 to I.Il2 kg (1.351 to 2.452lbs). The 
respective means with standard deviations were [3X] 0.731 ± 0.070 and [5X] 0.772 ± 0.103 
kg (1.611 ± 0.153 and 1.703 ± 0.227lbs, respectively). The mean weight for all kittens in 
Group 4 was 0.778 kg (1.715lbs) and for all kittens in Group 5 was 0.818 kg (1.803lbs). 

4. Based on the weights of the treated kittens in this study, and taking into accoWlt that a 3X 
(rather than 5X) margin of safety was established, we can accept 2lbs as the minimum 
weight. 

5. As noted in the executive summary given above. the ages of the kittens on the day of first 
dosing ranged from 54 to 57 days. We can accept 8 weeks as the minimum age. 

4 
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• • FAST-TRACK AMENDMENTS- Completeness Screening Checklist 

Exp'ert'sln~ProcessingSignature:_~zc.....::--lb.u.:fu-"-"'rJl""'--·---
EPA Reg. Number: II 5"50 ~ \J) D 

EPA Receipt Date: JJ../11 /t:?-
Checklist Item Yes No N/A 

1 Application Form (EPA Form 8570-1) - signed? }'1 

2 Confidential Statement of Formula (EPA Form 8570-29) - signed? '! 
3 Certification with Respect to Citation of Data (EPA Form 8570-34) -

signed? y 

I 
4 Formulator's Exemption Statement {EPA Form 8570-27) - signed? fJ 

I 
I 5 Data Matrix (EPA Form 8570-35) [Applicable for adding me-too uses] 't - si~ned? 

al Selective Method? 
b) Cite-All Method? 
c) Public copy of Matrix provided? See PR Notice 98-5 

6 Is Label included? (5 copies) yJ 

a) Electronic Label available? 

Comments: 

17
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• • UNITED STATES ENVIRONMENTAL PROTECTION AGENCY 
WASHINGTON, D.C. 20460 

DR. BRUCE MARTIN 
BAYER HEAL THCARE LLC 
ANIMAL HEALTH DMSION 
POBox390 
SHAWNEE MISSION, KS 6620!-0390 

April I2, 2012 

PRODUCT NAME: ADVANTAGE II KITTEN 
COMPANYNAME: BAYERHEALTHCARELLC 
OPP IDENTIFICATION NUMBER: 
EPA FILE SYMBOL: 11556-I50 
EPA RECEIPT DATE: 04/lll12 

SUBJECT: RECEIPT OF AMENDMENT 

DEAR REGISTRANT: 

OFFICE OF 
PREVENTION, PESTICIDES AND 

TOXIC SUBSTANCES 

The Office of Pesticide Programs has received your application for an amendment and it 
has passed an administrative screen for completeness. 

During the initial screen we determined that the application appears to qualifY for fast 
track review. The package will now be forwarded to the Product Manager for review to 
determine its acceptability for fast track status. 

If you have any questions, please contact Registration Division, Risk Management Team 
I, at (703) 308-8045. 

Sincerely, 

)I.,U,...,.v-
Front End Processing Staff 
Information Services Branch 
Information Technology & Resources Management Division 

19



• • 
IFee for Service! {915114v-

This package includes the followin~l 
' 

0 New Registration 

@Amendment 

o Studies? o Fee Waiver? 

for Division 

0 AD 
0 8PPD 

I C!!RD 

1 o volpay % Reduction: _ 
! 

l Risk Mgr. [IJ 

Receipt No. S-1 915114 

EPA File Symbol/Reg. No. I 11556-150 

l!in-Punch Date: I 4/11/2012 

l{f This item is NOT subject to FFS action. 

1 Action God:: 1! Parent/Child Decisions: : 
1 Requested: I 1 

Granted: ._I __ __J 

Amount Due: $ ---~ _____ ll----------~~-~-~ 
if!J Uncleared Inert in Product 

Reviewer:,...:!..L--'-'-'-"-"-'+-.>l--;,'f----
Remarks: 

Date: ~ (a.{IZ--
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• 
Bayer HealthCare 
Animal Health 

Y/a Federal Expreu 

April9, 2012 

Document Processing Desk (AMEND- Pet Spot-on) 
Office of Pesticide Programs (7505P) 
U.S. Environmental Protection Agency 
Room S-4900, One Potomac Yard 
2777 South Crystal Drive 
Arlington, VA 22202-450 I 

Attention: Ms. Venus Eagle/PM 0 I 

• 

Subject: Advantage ll Kitten (EPA Reg. No. 115~r 1 5&) ,., 
Advantage II Small Cat (EPA Reg. No. i5s6-151) 
Advantage II Large Cat (EPA Reg. No. 11556-152) 

Dear Ms. Eagle: 

Reference is made to the current registrations of the subject products, and 
the Agency's letter to us, dated September 20, 2011 (received October II, 
2011), regarding "Implementation of Label Changes to Pet Spot-on 
Products." 

Please find enclosed for the Agency's review and acceptance respective 
applications and revised draft labeling, dated 03/2612012, for each of the 
subject dog spot-on products. Many of the revisions are in response to the 
aforementioned EPA ·~Implementation" letter, but we have also taken the 
opportunity in these amendments to make a few minor word and format 
changes. However, there have been no revisions of any efficacy claims. 

The letter from the Agency requests the submission of"packaging" of these 
products. In addition to the enclosed "Master'' labels for the products, we 
have also enclosed one copy of the printer's proofs of each element of the 
Final Printed Labeling (packaging) for these products. 

Since the mandated label revisions outlined in the aforementioned Agency 
letter affect all pet spot~on pet registrations, we encourage the Agency to 
issue aPR Notice, or other regulatory document, that will also mandate a 
single date of packaging compliance for the entire affected industry as one. 
If you have any questions, please do not hesitate to call (913-268-2751). 

Eagle 040912 Adv D Catdoc 

' 

Sayer~uC 
Animal Health 
P.O. Box390 
Shawnee Mission, KS 66201-D300 
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• 

Douglas A. Spilker. Ph. D. 
Manager, EPA Regulatory Affairs 
Doug.Spilker@Bayer.com 

EnclOSIW$: 
I) Advanatge ll Kitten -Application W/lltl 
2) Advantcge U Kittm- Dmftlabel, dall1d 3/26/12 (3 wpies) 
3) Advantage U Kitten- Final prinltd labeling proofs (I C()py) 
4) Advanatge ll Small Cat • Appliution w/att 
5) Advantage U Small Cat • Draft lubd, dated 3126/Il (3 copies) 
6) Advantage U Small Cat- Final printed labeling proofs (1 copy) 
7) Advanatae ll Larp Cal - Application w/att. 
8) Advantage n Large Cat- Draft label, daud 3126112 (3 copies) 
9) Advantage ll Larp Cllt- Final printed lobe-ling proofS (1 copy) 

• 
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I • Pl..,,, '""' - EPA United States 0 Registration OPP Identifier Number 

0 Environmental Protection Agency ~ Amendment 
Washington, DC 20460 D 

Application for Pesticide • Section I 

11 
t ~m"'' ~.:~, Ea•l• '· 

4. !l~•meJ ~"" [8J ..... 0 Restrided 

I Bayer :ealthCare LL~, Animal Health Division (b)(l}, my product is sim:~~ or identi~l ~~::tion an~~ 
POBox390 to: 
Shawnee Mission. KS 66201 EPA Reg. No. 

nc-J Product Name 

Section ·II 
Final printed labels in msponse to Agency letter dated 

Rosubrniaslon In response to Agency letter dated •Me Too" Application 

• E><DIOIO below. Olh<n. E>Diolo b~ow 

ACTION (AMEND Pet Spot-on). See attached for more detail. 
Enclosed for Agency acceptance is revised draft labeling for the subject product. dated 03/26/12. Revisions include those in response to 
the EPA "Implementation of Label Changes to Pet Spot-On Products" docwnent, dated 9/30/I I (Received 10/11/ll), and other minor 
word and rorinot < 1 ,.1;, Us also . 

Section -IIi •••• 

1:· 
II 

I ~m'' I I I 

Yes Y84 : • M~ol • 
No I No 

•••••• 
Plastic ,,.. NO ... , I , ... No.pe' Gla6. •• :. 

•certification must I wgt. • .. :: Paper • 
b• 

'OfNol• 4. u 
Lobel 0 Container i= On label :·' .. I Oolabollog 

•• 'L>bel" ' . .,., .. u 
I 

Section ·IV 
I POlo!, Hobo, 

cod!~"""'""'' N~:glas A. Spilker, Ph.D. 
I ••• 

Managtr, EPA R~ulalory AJJ'ain 

I certify that the statements I have made on this f1mn and all auachments themto are true, accurate and cornpfete. 1 ts. Received 

knowinglyfatao or miDicading statement may be punishable by fine or imprisonment or both (Stamped) .... 
'V "~"'~"'~ 

3. n•o 
Ma•agtr, EPA Reg11111ory Affain 

4. Typed No~ '1 v:. '· ""' 9~ ' 

"" ; ::ZC, I :2-
EPA Fonn 8570·1 '" Whlto-1 I I I 

........... - .... ~-~~~~~~~~~~~~~~-~--------' 
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• • 
A'ITACHMENTFOR 

APPLICATION FOR PESTICIDE REGISTRATION 

April 5, 2012 

Advantage ll Kitten (EPA Reg. No. J1556-150) 

Please fmd enclosed for the Agency's review and acceptance revised draft labeling, dated 

03/26112, for the subject product. Many of the revisions are in response to the EPA 

"Implementation of Label Changes to Pet Spot-On Products" document, dated 9/30/11 

(Received 10/11/11 ), but we have also taken the opportunity in this amendment to make a 

few minor word and format changes. However, there have been no revisions of any 

efficacy claims. Also, enclosed is the Final Printed Labeling for this product, as requested 

in the aforementioned EPA document. 

The proposed changes to the draft labeling are: 

Page 1: •••• • •••• 
I. Revision of the weight and age restriction statement, with a bo" .s,urwunding it. 

• • • 
The minimum weight was detennined from the EPA-acce~ed Comphiod • •••••• • 
Animal Safety studies for this product. • • • • : .... :. 

2. Slight revision of the referral statements. 
••••• • • • ••••• • 

• • •••••• • 
Paue 2: :•. •. 

• •• 
3. In the "HAZARDS TO DOMESTIC ANIMALS," addition of the minimum 

weigbt for the kittens. 

4. Addition of "Side Effects" text in a box; basically the "boiler plate" language 

specified by the Agency in the aforementioned document, with slight product

specific modifications, based on the fmdings in the EPA-accepted Companion 

Animal Safety studies for this product~ and from accident reports from cases of 

properly applied product 

5. Addition of 1-800 numbers for carton. 

Page3: 
6. Addition of the minimum weigbt restriction to bullet #I of the "HOW TO 

APPLY'' section. 

Page I of2 

Amendment 04-05-12 Adv II kitten Att.doc 
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• • 
Pqge4: 

7. Incorporation of the required .. do not allow your cat to ingest this product" 

statement into the language of the bullet #6 of the draft label. 

Pages 5-9: 

~No changes. 

No other substantive changes have been made to this label, except for those listed above. 

Therefore, we hope that these minor changes to the label can be readily accepted by the 

Agency for this product, as well as, for the revised label of the other Advantage cat 

products - Advantage II Small Cat & Advantage II Large Cat - submitted concurrently 

with this application. 

If there are any questions regarding these revisions, please contact us immediately 

(doug.spilker@bayer.com; (913)-268-2751]. 

Page 2 of2 

•••••• • • • • • 
• ••••• • • •• 
•• ••• • • ••••• 

• ••• • •••• 
• 

• • •••••• • 
• • • ••••• • 

• 
• • •••••• • 
•• • • • • • •• 

Amlllldment 04-05-12 Adv ll kitten Attdn<: 

! 
................ ··········-· -- . ---- ... _ __j 
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• 
Bayer HealthCare 
Animal Health 

Via Federal Express 0211712011 

Document Processing Desk (Final Printed Labeling) 
Office of Pesticide Programs (7504P) 
U.S. Environmental Protection Agency 
Room S-4900, One Potomac Yard 
2777 South Crystal Drive 
Arlington, VA 22202-4501 

• 

Bayer HeaithCare LLC 
An1ma1 Health 
P_Q Bo;o; 390 
Shawr,ee Mssion, KS 66201-0390 

Enclosure: Application for Pesticide (other)- Final Printed Labeling (2 copies each) 

Advantage II Kitten (EPA No. !1556-150) (83000490, R.O) 
Advantage II Small Cat (EPA No. 11556-!5 I) (04461669, R.O) 
Advantage II Large Cat (EPA No. I !556-152) (0461685, R.O) 

tOt'AdocfAdv II cat Distr 02!711.doc 

•••••• • • • • • 
• ••• • • • • .. 
••••• • • ••••• 

•••• • • •••• .. . • • • . .. 
• 

• • •••••• • ... 
• • • ... 
• • •• • ••• • 
• • ••••• • 
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. .. -. """'"' '"' ~ 
. 

Unlled Statoo Reglatratlon ........ 
&EPA Environmental Protection Agency I- Amendment 

W..Wngton, DC 204&0 ~ Other 

'for ' . ' I 
1. Company/Frodt.lot Number 2. EPA Product~ 
1155&150 . Venus Eagle 

0N•ne 0 n.t.triotsd I\ "m' 'II Kitten 

i 5, ~ and AdlhN of ~ {lnt;hiH ZIP O:lthl ~--Expedited Review. In accordanca with FIFRA Section 31cl{3) 
Bayer HealthCare llC. Animal Health Division lbllll, my product Ia simHar or identic.t in composition and labefing 
P.O.Box390 to I 

Shawnee Mission, KS 66201-0390 " EPA Reg. No. n.,. • Hlhhl 11: • now /HidiN$ ~Nome 

D Amendmont • Explllin below. 0 AMI printed ,_. In fltpOnM to JUN 2 4 Z0\0 
Apnoylotttfdafed 

D RHubmloalon In floj)Ofao ta APMV fottor dst$(1 D ·~ Too• Appllution. 

~ Ncldfieatlon • Explain t..tow. D Othw • !xplaln below. 

Explanation: u .. Mtlltlonal pcgeto) If ~-&IV· (For o"tlon I rmd Section n.) 

Submission of Final Printed L.abeilng ·No action required. 
Contact: doug.spllker@bayer .com 

'-"iii ... , -·- """ ~~·-·- ···~~· t):· I"' r v .. 
lx tR ... ~ .... 

No ..... 
i• •• ~J~ No. pot ct·v .. • ....... ... M 

WO'o ~-· 
PDOkege WQt """'- OohM 

lo ...... ~o......... 
, .. 

~:a==~. I tube 

in Whioh uo.llfl Amx.d to Ptoduot 

~ D""- • • 

I ·IV . ... 
...... ' ... , ..... ~ ,) 

'=glasA.Sp!lker,Ph D. ~P• Mbl• Manager 
t NCit ~ Arn Cod•) 

:.·. 
CertiflcatJon •• : •• • 

1 HnifY that tho 1utom.nul have mad• on this form and tdl •uaotvnonta thor~.,. uu., ltOOUrato and ~- :· IIIOkno~ t~ env knowlnefy lllln or~ atltt-.nt rniY be~ by flr;o orimpril<IM'IImt or ..... • • 
2. 

A' /A,/ A' Afd{ 
3. Trtl• 

• ••••• • 
EPA Reg. Affairs Manager 

·~ ·~ (/ 
o.o ... ¥7~11 Douglas A. Spilker, Ph D. 

... , ............. ... Whlb ·EPA Flh CofJV fcrielnoJI YoU-

27



• • 

I 
' ' •••• I • • •••• I 

•• • • • 

28



--. 
Once-A~ Month Topkal Flea Prevention and Treatment for Cats 

For Use ON LYon Clts8 Weeklland Older 
for Use ONLY on Cats Wolahlnr Under sibs. 

R£ADTHE ENTIRE LABEL BEfORE £ACH USE. 

Fort he Prevention and Treatment off1ea 
lnft1tatlons 

Kills all nea lift!- stages 
Controls exlsllnl flea Infestations on your 
tat and prevents further Infestations 
KKis n.as within 12 hours of application 
Co!M!nltnt, easy-to-apply topical solution 

t Fragrance-free 
Waterproof 

Active lnrredlents ,_ ................. % 8yWeiJbt 
imldac1optkl ......................................... 9.10% 
pyrlpl'OlCYftn. ........................................ o.46% 
Otherlnfhldlentt. .............................. ~ 
lbbit ...................... '"''"'''''''''''''''''''' 100,00% 

KEEP OUT OF REACH OF CHILDREN 

CAUTION 
See back for Ffrst Aid and Precautionary 
Statements. 

DIRECTIONS FOR USE 
It lsa vloliltlon of federal law to use this 
produclln a manner Inconsistent with Its 
labeling. 

HOWTOOPEN 8-= 
1. Btlng careful not to cut dose to the blister 

cavities, take scissors and cut off one 
section of !he card containing a slnrfe tube. 

1. Take the separated section, and cut Into the 
blister cavity across the small side, close to 
the cap of the tube. 

3· Peel off the foil, and take out the tube. 
4· Repeat steps 1 to 3 for each tube. 

HOW TO APPLY 
1. Use only on cats and kittens. Do not use on 
j other antmals. 
2, Remove one appUcatortube from the 

patkage, Stt "HOW TO OPEN" section. 
3. Hold applicator tube In an upright position. 

Pull cap offtubt. 

[liilllJ 
14-Tum the cap around and piKe other end of 

cap back on tube. r· Twist cap to break sea~ then remove up 
rromtube. 

['4)~1 
6.Part the hair on the netkat the base ofthe -

skull untH the skin Is vfslble. Place thetlpof = 
!he tube on the skln and squeeze the tube = 
to expel the entire contents directly on tbe _ 
skin.Donotgtttlhlspnn/uttlnyourc:ut's -
GyuDTmouth. nt.prrHiflct/s biUertlmfng 
11nd MJIJwttlon mqoctur(oro shDtttlme If 
the rtJt licks the pr«/tld tmmcdltltdy t1(blr 
tnMtm.nt Treatment at the base of the 
skull will minimize the opportunity for the 
cat to lkk the product, 

7· Discard empty tube as described In Storage 
and Disposal. 

8. Under normal conditions the product Is 
err.ctlve fora month. However,ln cases of 
severe flea lnl'l!statlon,retreatment maybe 
necessary earlier than four weeks. Do not 
retreat more otttn than once every fourteen· 
(14) days,Afterflea control Is auatned, 
return to a monthly retreatment schedule. I 

ADDITIONAL INFORMATION f 
The succeulvt retdlng activity of rtvas on cats 
frequently may elicit a hypersensitivity skin 
disorder known as flea atlergy dermatitis 
(fAD) or flea bite hypersensltfvlty. Treatment 
of cats with Advantage II Kitten rapidly kills 
fleas and reduces the Incidence of!hls 
condition. 

Advantage II Kitten kills the existing fleas on 
cats within 12 hours. Reinfesting fleas are 
killed within 2 hours with protection ap.lnst 
further flea Infestation lastlns:for four W 
weeks. Pre~stlng pupae In the environment 
may continue to emerp for six (6) weeks or 
longer depending upon the Climatic 
conditions. •••••• Reas, esgs and Ia MIII! In the eat's : • : 
surroundings are k!Ued followlngcontact~~r··, 
an Advantage II Kitten treated cat. Advantage.~ • 
Kitten provides multi-stage flea control •• 
effealvely breaking all flea llfe-cyde sta&fl :• • • 
rw quick and lasting control of flea • • • •• 
populallons. 

Advantage II Kitten kills adult fleas quickly, 
within 12 hours, Inhibits the development of 
Immature flea life stages and prevents them 
from reaching the biting adult stage. 

Advantage II Kitten Is waterproof and remains 
effedlve following a shampoo treatment or 
after exposure to rain orsunUgftt. 
Apply monthly treatments for optimal control ! 
and prevention of fleas. 

--

•••• • • •••• .. . 
• • • ... 

• 
• • •••••• • ... 
• • • .. . 

• 
• • • ••••• • 
• • •••••• • 
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KEEP OUT OF REACH OF CHILDREN 

CAUTION 
PRECAUTIONARY STATEMENTS 
HAZARDS TO HUMANS: Harmful If 
swallowed. Causes moderate eye Irritation. 
Avoid contact with tY6 or clothing. 
wash hands thoroushfy wftb soap and warm 
water after handling. kup oat of mach of 
children. Do not contaminate feed or food, 

HAZARDS TO DOMESTIC ANIMALS 
Forutemalunonty. Do not use on klttms 
under 8 weeks of ap,/U with any product, 
.consult yout veterinarian before using this 
product on debilitated, aged, pregnant or 
nursing cats.lndfvldual sensltMtres. while 
rare. may occur after using ANY pesticide 
product for cats. 

rr slfi\S persist, or become more 5eVf!re, 
consult a veterinarian Immediately. lfyourcat 
Is on medication, consult your veterinarian 
befurll! ll$lngthls or any other product. 
~!your cat Is experlenclnr an adverse event, 
contact your veterinarian and, call 
rt-Boo-422-gS]Jj. 

__ ., 
Bayer Heal!hCare U.C. AnlrmJI Health DMslon, 
P.O. Box390. Shawnee Ml$$ion. Kansas 66201 USA 
llayfl; the Bayer Cross and ~am 
registered tnldemarb ofs.yer 
0 2010 BayetHeatlhC.are U.C _,._ 
Advantap: rr 1s protected b'fthe foi~Qw~ng u.s. 
~=6,2BJ28a~6,~ss ___ _ 

LIMITED WARRANTY AND 
LIMITATION OF DAMAGES 
Bayer HealthCare LLC,Anlmal Health Olvlslon i 
warrantsthatthls material confofms to the · 
chemical description on the fahfl, TO THE ! 

EXTENTCONSISTENTWITH APPLICABLE LAW,' 
BAYER MAKES NO OTHER EXPRESS OR 
IMPLIED WARRANTY, INCLUDING A~ OTHER 
EXPRESS OR IMPLIED WARRANTY Of mNESS 
OR MERCHANTABIUTY, and no agent of Bayer 
Is authorized to do so except In wrftlngwfth a 
spec111c reference to this warranty. Any ,1 
damqes arlslna: rrom a breach ofthls ' 
warranty shall be limited to direct damages 1 
and shall not Include consequential 
commercial damages such as loss of profitsorl 
wlues.etc. 

"''"' 

for customer qi.!Utlons 

-S]ooosu/~R.o EPA Est. Ho. US56-DEU-t 
EPA Reg. No. 11556-150 

• ••• • • •••• 
•• • • • • • • • 

• 
• • •••••• • 
•• • • • • •• • 

• 
• • •••••• • 
• • •••••• • 

30



• • 

• • ••••• 

• ••• • • •••• 
•• • • • • • • • 

• 
• • •••••• • 
•• • • • • •• • 

• 
• • •••••• • 
• • •••••• • 
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kltton 
Once-A-Month Topical Flea Prevention and neatment for Cats 

For Use ONLV on C.tl8 WHkland Older 
for Use ONLY on Cats Welshing Under slbL 

REAOTH£ ENTIRE LABEL BEFORE EACH USE. 

For the Prevention and Treatment ofF It~ 
Infestations 

Kills all flea lift' stases 
j Controls existing flea Infestations on your 

cat and prevents further Infestations 
Kills fteas within 12 hours of application 
Con~nlent, easy·to·apply topical solution 
Fragram:e·free 
Waterproof 

f.ctfvt ln&mlents .................... %By Weight 
lmldacloprld., ............ , .. ,., .............. _,,,,, 9· to% 
fYrlproxyfen ........................... "''"''"'"'o.46% 
other !llfl'*dltnts .............................. ~ 
,Toti(,,,.,,,,.,,,,.,,,,,,.,,,,,,,,.,,,,,,,.,,,.'"'''''IOI).OO% 

KEEP OUT OF REACH OF CHILDREN 

CAUTION 
See back fOr First Aid and PrtcautlonaJY 
Stat!ments. 

DIRECTIONS FOR USE 
It !sa vlolatlonofFederall.awto use this 
product In a mannerlncolt$1stent with Its 
labeling. 

HOW TO OPEN 8>-:: 
1. Being careful not to cut dose to the bUster 

cavities, take scluors and cut off one 
section of!hecard containing a single tube. 

2. Take the separated section, and cut Into the 
bUster cavity aci'O$s the small side, clou to 
the capofthe tube. 

3· Peel off the fol~ and take out the tube. 
4· Repeat steps s to 3 for each tube. 

HOW TO APPLY 
t. Use only on cau and kHtens. Do not use on 

other animals. 
l.. Remove one applicator tube from the 

package. See "HOW TO OPEN" sectfon. 
3· Hold applicator tube In an upright position. 

Pull cap off tube. 

4· Tum !he cap around and place other end of 
cap back on tube. 

5. lWist cap to break seal, then remove cap 
from tube. 

~~~/ 
6, Part the hair on the neck at the base of the -

skull until the skln Is visible. Place the tip of = 
~~=::~=~:::u:~~~~~~ = 
skln. Donoflfithls product In your mrs -
C)'I!S or mouth. 1be prrnluct I• blrtw rusting 
ond saiJwJtltm may OWJr(ortJ !Short tlme If 
tM CIJt lklrs the praduct Jmmedlatftyll/f'tlr 
tlwtment. Treatment at the base oft he 
skull wl[[ mlnl'mlze the opportunity for the 
cat to lick the product. 

7· Discard empty tube as described In storap 
and Disposal. 

8. Under normal conditions the product Is 
efffl;tlve for a month. However, In cases of 
severe Ilea Infestation, retreatment may be 
nectssary earlier than four weeks. Do not 
retreat more often than once every fourteen 
(14) days. After Ilea control Is attained, 
retum to a monthly retrnatment scheduh!. 

ADDITIONALINFORMATION I 
The succeulvt t'etdlng activity of fleas on catS 
frequently may elicit a hypersensitiVIty skin i 
disorder known as flea allergy dermatitis 
(FAD) or Ilea bite hypersensitivity. Trc!atment 
ofcatswlth Advantage II Kltt1!n rapidly kills 
fleas and reduces the Incidence of this 
condition. 

Advantage II KHten kills the ex! sUng fleas on 
cats within 22 hours. Reinfesting 11eas are 
kl[[ed within 2 hours with protection against 
further Ilea Infestation lasting for four W i 
wttk$. Pre·exlstlng pupae In the erwlronment 
may continue to emerae for six (6) weeks or 1 
longer depending upon the dlmatk 
conditions. •••••• 
fleas, eggs and larvae In the eat's : • : 
surroundlnp are killed followlngcontactNf~• • • 
an Advantage II Kitten treated cat. Advantage: fl. • • 
Kitten provides multi· stage llta control 
effectively bruklng aU flea Ufe-cyde star.U : • • • 
for quid: and lasting control of llta ••• • • 
populations. 

Advantage II Kitten k[[[s adult 11eas quickly, 
within 121toun;, Inhibits the development of 
Immature flu life stages and prevents them 
from reaching the bJUngadult stage. 

Advantage II Kitten Is waterproof and remains 
effective following a shampoo treatment or i 
arterexposure to rain or sunlight. 

Apply monthly treatments fnroptlmal control i 
and prevention of fleas. 

--

•••• • • •••• .. . 
• • • . .. 

• 
• • • ••••• • ... 
• • • .. . 

• 
• • • ••••• • 
• • •••••• • 
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KEEP OUT OF REACH OF CHILDREN 

CAUTION 
PRECAUTIONARY STATEMENTS 
HAZARDS TO HUMANS: Harmful if 
swallowed. Causes moderate e'Jf! lnttallon. 
Avoid contact with eyes or clothing, 
Wash hands thoroughly with soap and warm 
water after handling. Keep out of reach of 
children. Oo not contaminate feed or food. 

HAZARDS TO DOMESTIC ANIMALS 
fonxtemal useonl.y. Do not use on kittens 
under 8 weeks of age. As with any product, 
,consult your veterinarian before using this 
Product on debilitated, aged, pregnant or 
nursing: cats. Individual sensitivities, while 
hue, may occur after using APN pesticide 
product for cats. 
1 f slsns persist, or becO!l'le more severe, 
consult a veterinarian lmmedlately.lfyourcat 
Is on medk:atlon, consult your veterinarian 
before using this or any other product. 
lf your calls experiencing an adverst event, 
contact your veterinarian and. call 
1-800·422·9874-

-·" Bayer HeallhCam U..C:,Anlmal Health Division, 
P.O. Box 390. Shawnee Mission, Kansas 66:wt USA 
Bayer,lhe Bayer Cross and hlvantage are 
~tmdemarksofSayer 
C2010 BayerHNlth~ w: -·-Advantage Ills proteded by the fol!owlngU.S. 
f!S'I~l6..2SJ28!!!!f~-

LIMITED WARRANTY AND 
LIMITATION OF DAMAGES 
Bayer HtallhCare LLC, Animal Health Division 1 
warrants that: this material conforms to the -
chemical descrtpUon on the label. TOT HE i 
EXTENTCONSISTfNTWITH APPLICABLE LAW,' 
BAYER MAKES NO OTHER EXPRESS OR , 
IMPLIED WARRANTY, INClUDING AfN OTHER i 
EXPRESS OR IMPLIED WARRANTY OF FITNESS 
OR MERCHANTABILITY, and noapntof Bayer 
Is authorized to do so except In wrttlng with a 
speclfk reference to this warranty, Any 
damages arising rrom a breach of thls 
warranty shall be limited to direct damaf(!s i 
and shall not Include consequentlal 
commercial damaps such as loss ofpronts orl 
values, etc. 

8o13otg8 
8]ooosu/83000Jt90. Ito 
EPA Est. No. uss6·DEU-1 
EPA Reg. No. 11SS6-tSO 

-----

• ••• • • •••• 
•• • • • • • • • 

• 
• • •••••• • 
•• • • • • • • • 

• 
• • •••••• • 
• • •••••• • 
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Bayer HealthCare 
Animal Health 

June 01,2011 

Document Processing Desk 
Office of Pesticide Programs (7504P)- NonPRlA 
U.S. Environmental Protection Agency 
Room S-4900, One Potomac Yard 
2777 South Crystal Drive 
Arlington, VA 22202-4501 

Attention: Ms. Venus Eagle/PMOI 

Subject: Advantage II Kitten (EPA Reg. No. 11556-150) 
Advantage II Small Cat (EPA Reg. No. 11556-151) 
Advantage II Large Cat (EPA Reg. No. 11556-152) 
Advantage II Small Dog (EPA Reg. No. 11556-128) 
Advantage II Medium Dog (EPA Reg. No. 1!556-125) 
Advantage II Large Dog (EPA Reg. No. 11556-127) 
Advantage II Extra Large Dog (EPA Reg. No. 11556-130) 

Bayer Health Care LLC, Animal Health Division received notice from the 
Agency for the conditional registration requirement of enhanced quarterly 
incident :eporting for Advantage II Dog and Cat registrations on April29, 
2010 and June 24, 2010 respectively. This enhanced reporting was to begin 
with the quarter starting January 01, 2011. In compliance with this request, 
Bayer is providing the following listing of incident reports along with tables 
of additional analysis as requested in the Agency's letters of April29, 2010 
and June 24, 2010. In addition, Bayer's letters to the Agency regarding 
notification of first shipment dated December 09,2010 are attached for 
reference. 

This submission includes the following tables covering incident reporting 
from January 01, 2011 through March 31, 2011: 

Summary Table (multiple pages due to length) 
Breed Summary 
Age Range Summary 
Clinical Signs Summary 
Organ System Summary 
Patient Weight Range Summary 
Product Weight Range Summary 

Bayer HealthCare LLC 
Animall-iealth 
PO. Box 390 
Shawnee Miss10r', KS 66201 
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------- -------------------------------------------------

Bayer HealthCare 
Animal Health 

Page 2 of 3 

Route of Exposure Summary 
Secondary Exposure Summary 

Due to the length of some of the tables and to provide the Agency the ability 
to sort, this data is being provided electronically on a CD. The data was 
extracted from Bayer's pharmacovigilance data base (P.V. Works). 

Deaths 
Deaths were reported in two (2) felines that had previously received 
treatment with Advantage II during the period of review. Specifics are as 
follows: 

2011-US0006708 
An unspecified Advantage II product (unknown if for Dogs or Cats and 
unknown dose) was applied to a 6 year old male cat of unknown weight and 
breed. An undetermined time post~application, the cat made a low, 
grumbling sound, his body went limp, and he wasn't moving. The owner 
took the cat to a veterinarian who was unable to resuscitate the cat. No 
necropsy examination was performed. 
Assessment: 
Death would not be expected with topical use of the product. With no 
necropsy being performed it is impossible to verifY cause of death and any 
involvement the product may have had. The product was applied to other 
cats in the household at the same time without consequence. The attending 
veterinarian suspects cardiac arrest of unknown reason and the veterinarian 
did not believe the event was product~related. 

2011-US0007111 
On 25 Mar 20 I I Advantage II Large Cat was applied to Corduroy an I I 
pound, I 0 year old, neutered male, Domestic Shorthair per labeled 
directions. At the same time Advantage II was applied a Capstar was given 
per the direction of the vet. Capstar and Advantage II were administered to 
Corduroy due to a massive flea infestation that was causing severe anemia. 
At an unspecified time after application Corduroy became anorexic, 
wouldn't drink, was lethargic and ended up passing away on 27 Mar 201 I. 
Assessment: 

Bayer HealthCare LLC 
Animal Health 
P.O. Box 390 
Shawnee Mission. KS 66201 
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Bayer HealthCare 
Animal Health 

Page 3 of 3 

Symptoms leading to death would not be expected with the topically acting 
product. The patient also had severe anemia which needs to be considered. 
With out a necropsy being performed it is impossible to verify the cause of 
death and any involvement the product may have had. What role, if any, the 
concomitant medications played in this case cannot be determined as well. 
The owner noted she did not believe that the product played a role in the 
patient's death. 

We believe this summary of data meets the requested information in the 
Agency's requirements for enhanced reporting as outlined in its January 19, 
2011 communication to Bayer. 

A report with the confidential sales information and additional analysis of 
incident rates based on doses sold is being sent to the Registration Division, 
Immediate Office (attn. Ms. Kimberly Nesci). 

lfthere are any questions regarding this submission, please contact me by 
phone at 913.268.2573 or by e~mail at gary.brmnley@bayer.com. 

Senior Consultant 
Regulatory Affairs 

Bayer HealthCare LLC 
An:mal Health 
P.O. Box 390 
Shawnee Mission. KS 66201 
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Baver HealthCare 
' 

Animal Health 

Via Ff'fitml Exprru - f:xJitt'U Smorr 

December9, 2010 

Document Processing Desk 
Office of Pesticide Programs (7504P)- NonPRIA 
U.S. Environmental Protection Agency 
Room SA900, One Potomac Yard 
2777 South Crystal Drive 
Arlington, VA 22202-450 I 

Attention: 

Subject: 

Ms. Venus Eagle/PM OJ 

Advantage II Kitten (EPA Reg. No. 11556-150) 
Advantage II Small Cat (EPA Reg. No. 11556-151) 
AdvantagellLargeCat(EPA Reg. No. 11556-152) 

Dear Ms. Eagle: 

Reference is made to the current registrations of the subject products. One 
of the conditions of acceptance of the subject registrations is that ''[We] 
must provide the Agency with a projected release for shipment at least 30 
days in advance." 

Therefore, we are hereby notifying the Agency that our first 
anticipated shipment of product wiD be on or after January 17, 20ll. 

If you have any questions, please do not hesitate to call (913-268-2751). 

Douglas . Spilker. Ph. . 
Manager, EPA Regalatory Affairs 
Doug,Snilk,er@Bayer.com 

Cc: K. Davis (EPA)- email 

B 
. A 
1BAYEn 

~ 
~ 

Yl 

--u.c -"""' PD. Box390 
Shawnoo Mission, KS 68201-0390 
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• Material to be added to an e-Jacket/Jacket 

Reg. No. flSSCo-1£0 Decision# Lf40 111 

Description: 

1. Placeme')t-within the e-JackeUjacket: 

IT Default: (chronological, top= newest) 

0 File Location: (eg. "before page 45 in .pdf') 

2. lsend to Data Extraction contractors this material: 

0 }'Jewly stamped accepted label 

c:l Notification 

0 NewCSF 

0 Other: -----------

3. Attach this coversheet to the top of the material or jacket. It must be well 
organized and clipped together, NOT STAPLED. Then give the material with 
this coversheet to staff in the Information Services Center (Room S-4900). 

Reviewer: 
""'-"VI U~ Division: 

Phone: Date: 

Created September 27,2010 
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UNITED STATES El\'VIRONMENTAL PROTECTION AGENCY 

WASHINGTON, D.C. 20460 

Mary McKJnney Hunt 
Bayer HealthCare LLC 
Animal Helilth Division 
P0Box390 
Shawnee Mission, KS 66201 

SEP 2 7 2010 

OFF!CEOF 
PREVENTION, PESTICIDES AND 

TOXIC SUBSTANCES 

Subject: Notification of the addition of the EPA Registration Nmnber and the optional text 
[Sample-not for (re)sale] for Advantage II KJtten (EPA Reg.# 11556-150) 

Dear Ms. McKinney Hunt: 

The Agency is in receipt of your Application for Pesticide Notification under Pesticide 
Registration Notice (PRN) 98-10 dated 9/1512010 for the product Advantage II KJtten (EPA Reg. 
# 11556-150). The Registration Division (RD) has conducted a review of this request for its 
applicability under PRN 98-10 and finds that the action(s) requested fall within the scope ofPRN 
98-10. The Confidential Statement of Formula (CSF) and/or label submitted with the application 
has (have) been stamped ''Notification" and will be placed in our records. 

If you have any questions, please call me directly at 703·347-0156 or 
mbanski.jennifer@epa.gov. 

Sincerely, 

M rvllW 
Jennifer Urbanski 
Registration Division (7505P) 
Office of Pesticide Programs 
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' 
Pl..,. road, ""' F~. nuoNo. • - EPA United States 0 Registration OPP Identifier Number 

0 Environmental Protection Agency D Amendment 
Washington, DC 20460 ISl Other: 

Application for Pesticide- Section I 

;,', "~"'" ~;nus Eagle 
3. 

4. n ... ,;~l':"'m&) P_M':_ ~None D """'"""' 
:, Nome_, , CC<Js" 
Bayer HealthCare LLC, Animal Health rb)(l), my product iS sim~~r or identf~l~n~::~~tion an~ ~{_C)~~) 
POBox390 to: 
Shawnee Mission, KS 66201 EPA Rag. No. 

n c"""', tName 

Section - II 

Amendment Explain below. Final prtnlml labels In response to Agoncy Iotter dated 

Aesubmissron in rospoooo to Agency letter dated "Me Too" Application 

I Othec • E<pl•n bGiow 

use ) if necessary. I and II.) 

NON PRIA ACTION. Please see attached for more detail. SEP 2 7 2010 
Enclosed for Agency acceptance is a dnd't label for Advantage ll Kitten (EPA Reg. No. 11556-150). The proposed rcvisiom are the addition 
of the EPA Reg. No. and added tbe optional text: [Sample-not for (re)saJe] for package sizt>S (SKUs}. 

Section - Ill 

~ ':,:e..;, Yoo" Yes Yos 

No ~ No Pl .. lk 
NO. pac I ,,. NO, pee Glass 

·certification must 
; 

Pope< 

be, ~ ~ . 
0 Container 

4. Slu{o) 1 

0Labol On Label 
; 

6. W"oh Label ;, Affb<O<J I u Oth". 

Section -IV 

1.CnntaotPolnl 

~·~""' """' "~ 
PesUddll Registrations Manager Mary M. Hunt 

1 oort11y th" the •tat""'•"" I hew made <m this I~ '"'"" oH..,hmonto lhemtn om tM, ore,mto and oomptoto. I: ; ~~ 
knowingly false or mJsloading statomont may bo punlshlib!G by fino or Imprisonment or both • • • •• ~peel) 

~k>w : • I'· 3.Tttlo I'' •••• 
\!1!11~ /:J.i .,_j- P"ticideRegistrntioMManager "~": • • • .. • 

• 
4. T-Nomo '· ""' q- • • 

Mary M. Hunt /5- ';;lOW •••••• • 

I .. 
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Bay;r Health, Care, Animal & Division 
Advantage ll Kitten 
EPA Reg. No.ll556·150 
September IS, 2010 

Section II Explanation 

• EPA Form 8570~1, Page 2 of2 

Enclosed for Agency acceptance is a draft label for Advantage II Kftten, EPA Reg. No. 1155&-150. 

The proposed revisions are the addition of the EPA registration number and the optional text, [Sampl•not 
for (re)aale] to all package sizes (SKUs). 

This notijicatWn is consistent with the provisions of PR Notice 98-10 and EPA regulations at 40 CFR 
152.46 and no other changes have been made to the labeUng or the confidentilll statement of fonnula of 
this product. Bayer uuderstands that it is a violation of 18 U.S.C. Sec. I 001 ta willfully make ony false 
statement to EPA. Bayer further understands that if this notification is not co11sistent with the terms of 
PR Notice 98-10 aud 40 CFR 152.46, this product may be in violation of FIFRA ond Bayer may be subject 
to enforcement action and penalties under sections 12 and 14 of FIFRA. 

..... ~' . . -• • • • • 
•••••• c • 

• • •• 
••• • • • • ••••• 

• ••• • 
• •• • • • •••• 

• 
• • •••••• • 
• ••• • • • .. . 

• 
• • :····· 
•••• • • ••••• 
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Ll: ______ ~lf~n~P_R_IA_A~c~ti~on~------~~~ 

Bayer HealthCare 
Animal Health 

September 15, 2010 

Document Processing Desk (NOTIF) 
Office of Pesticide Programs (7504P) 
U.S. Environmental Protection Agency 
Room S-4900, One Potomac Yard 
2777 South Crystal Drive 
Arlington, VA 22202-4501 

Attention: Ms. Venus Eagle, Team I 

SUBJECT: Notification of Label Revision to 
Advantage II Kitten, EPA Reg. No. 11556-150 
Advantage li Small Cat, EPA Reg. No. ll556-15l 
Advantage 11 Large Cat, EPA Reg. No. 11556-152 

Dear Ms. Eagle: 

Please find enclosed for the Agency's review and acceptance, a Notification 
(EPA Form 8570-1 and attachment) and draft label dated September 15,2010 
for each suhject product. 

The proposed revisions are the addition of the EPA Registration Number and 
the addition of optional text, [Sample-not for (re)sale), to all package sizes 
(SKUs). 

Bayer He!llthCare LLC 
Animal Health 
P.O. Box 390 
Shawnee Miss·,on, KS 66201-0390 

Thank you for your assistance with this notification process, and please contact 
me at 913-268-2311 or mary.huntb@huyer.com if you have any questions or 
need further information. 

Respectfully, 

BAYER HEALTHCARE LLC 
ANIMAL HEALTH DIVISION 

Mary McKinney Hunt 
Pesticides Regulatory Manager 

End: (3) 8570-1 Application for Pesticide Notification 
(3) Attachment to Application for Pesticide Notification 
(3) Draft Label (3 cc each) 
(3) Highlighted Label (I cc each) 

•••••• • • • • • • • • 
•• ••• • • • • • .. 
•• • •• • • • • ••••• 

• ... 
• . .. 

• • • •••• 
• 

• • •••••• • 
• ••• • • • ... 

• 
• • •••••• • 
•••• • • •••• 
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Reason To Issue: Aa EPA Reg. No. and optional text ~ate: 09!15110 
........................... .($!!PP.l'.': ~gt.f~.r ,(r~l!a1~l.f~r. a]!. ~.!Cl.I ? ........... ~"J!<'rs~'??: .. \J!?.'IJ/1 Q ........ . 

NOTE TO REVIEWER: [(Brackets and parentheses indicate alternate language)] 

Advantage® II Kitten 

Once-A-Month Topical Flea Prevention and Treatment for Cats 
For Use ONLY on Cats 8 Weeks and Older 

For Use ONLY on Cats Weighing Under 5 Ibs. 

READ THE ENTIRE LABEL BEFORE EACH USE 

For the Prevention and Treatment of Flea Infestations 

[Selected optional claims bulleted here from page 6 and/or 7] 

• 
• 
• 
• 
• 
• 
• 
• 
• 

NOTIFICATION 

SEP 2 72010 

% 
Active Ingredients By Weight 

lrnidacloprid . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . 9.10% 

Pyriproxyfen. . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . 0.46% 

Other lagtedients . .. . . . .. . . . . . . . . . .. . .. . . . . . . . . . . . . . . . . . . . .. . . .. .. . 90.44% 

Total............................................................ 100.00% 

EPA Reg No. J,J5§'6Sl:S0 EPA Est. No. 11556-DEU-1 , '• 

KEEP OUT OF REACH OF CHILDREN 
• 

CAUTION 

[See back panel for First Aid.] 

[For Directions For Use, and Storage and Disposal (instructions), 
see supplemental labeling inside.] 

Advantage fl Kitten h highligbted.Doc Page I of 8 

. . • 
•• 

• 
• - -_ ...... 

.. - . oc • 

• .. • 
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Reason To Issue: A. EPA Reg. No. and optional text ~ate: 09115110 
...... ___ . _ _ _ _ _ __ . _. _____ .l§.iliiJP.!e:'!ot_f?r. .lrc:l•!'!!'J.for. all_ S. \<;\! ~- ....... ___ §u~r_s'?.~i .. 9§.1 I Xi! g __ ___ ... . 

PRECAUTIONARY STATEMENTS 

HAZARDS TO HUMANS: Harmful if swallowed. Causes mcderate eye irritation. Avoid 
contact with eyes or clothing. Wash hands thoroughly with soap and wann water after 
handling. Keep out of reach of children. Do not contaminate feed or food. 

HAZARDS TO DOMESTIC ANIMALS 

For external use only. Do not use on kittens under 8 weeks of age. As with any product, 
consult your veterinarian before using this product on debilitated, aged, pregnant or nursing 
cats. Individual sensitivities, while rare, may occur after using ANY pesticide product for 
cats. If signs persist, or become more severe, consult a veterinarian immediately. If your cat 
is on medication, consult your veterinarian before using this or any other product. 

If your cat is experiencing an adverse event, contact your veterinarian and, calll·S00-422· 
9874. 

FIRST AID 
If Swallowed: • Call a poison control center or doctor immediately for 

treatment advice. 
• Have person sip a glass of water if able to swallow. 
• Do not induce vomiting unless told to do so by the poison 

control center or doctor. 
• Do not give anything to an unconscious person. 

Ifln Eyes: • Hold eye open and rinse slowly and gently with water for 15~ 
20 minutes. Remove contact lenses, if present, after the first 5 
minutes, then continue rinsing eye. 

• Call a ooison control center or doctor for treatment advice. 
If On Skin • Wash with plenty of soap and water. 

HOT LINE NUMBER 
Have the product container or label with you when calling a poison control center or doctor, 
or going for treatment. For medical emergencies call 1 ~800422~9874. For customer 

I questions calll-800-255-6826. 
NOTE TO PHYSICIAN 

Treat the patient svmotomaticallv. 

DIRECTIONS FOR USE 

lt is a violation of Federal Law to use this product in a manner inconsistent with its labeling. 

Advanmge n Kinen b WglJJighted.Doc Page2 of 8 
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Reason To Issue: A. EPA Reg. No. and optional text ~ate: 09115/10 

. . . . . . . . . . . . . . . . . . . . . . . . . . _(S.at11P.le:11ot. f?.r (!1l)sa]~J.for_a]l_ S_!(!l s .......... _i)u.)l£n;~~s: .. O<il t:7il () ....... . 

HOW TO OPEN 

1. Being careful not to cut close to the blister cavities, take scissors and cut off one 
section of the card containing a single tube. 

2. Take the separated section, and cut into the blister cavity across the small side, close 
to the cap of the tube. 

3. Peel off the foil, and take out the tube. 
4. Repeat steps 1 to 3 for each tube. 

HOW TO APPLY 

1. Use only on cats and kittens. Do not use on other animals. 

2. Remove one applicator tube from the package. See "HOW TO OPEN' section. 

3. Hold applicator tube in an upright position. Pull cap off tube. 

[Visuals Depicting How to Open Applicator Tube] 

4. Tum the cap around and place other end of cap back on tube. 

5. Twist cap to break seal, then remove cap from tube. 

[Visuals Depicting Application to Animal] 

6. Part the hair on the neck at the base of the skull until the skin is visible. Place the tip 
of the tube on the skin and squeeze the tube to expel the entire contents directly on 
the skin. Do not get this product in your eat's eyes or mouth. The product is bitter 
tastbzg and salivation may occur for a short time if the cat licks the product 
immediately after treatment. Treatment at the base of the skull will minimize the 
opportunity for the cat to lick the product. 

7. Discard empty tube as described in Storage and Disposal. 

8. Under normal conditions the product is effective for a month. However. in case of 
severe flea infestation. retreatment may be necessary earlier than four weeks. Do not 
retreat more often than once every 14 days. After flea control is attained, return to a 
monthly retreatment schedule. 

Advantage fl Kitten h bighlighred.Doc Page3 of 8 
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Reason To Issue: Aa EPA Reg. No. and optional text ~ate: 09/15/10 

................. _ ........ J S!!ltlEle:llot .fen: _(r_e)sa]~J.for_ a]!_ S_!(t]s_ _ _ ....... .S?.!?"~e(]es' _ .9~ 11/!Q .. _. _. __ 

ADDITIONAL INFORMATION 

The successive feeding activity of fleas on cats may elicit a hypersensitivity skin disorder 
known as flea allergy dermatitis (FAD) or flea bite hypersensitivity. Treatment of cats with 
Advantage® II Kitten kills fleas and may reduce the incidence of this condition. 

Advantage® ll Kitten kills the existing fleas on cats within 12 hours. Reinfesting fleas are 
killed within 2 hours with protection against further flea infestation lasting for up to four 
(4) weeks. Pre~existing pupae in the environment may continue to emerge for six (6) weeks 
or longer depending upon the climatic conditions. 

F1eas, eggs and larvae in the eat's surroundings are killed following contact with an 
Advantage® II Kitten treated cat. Advantage® IT Kitten provides multi-stage flea control 
effectively breaking all flea life-cycle stages for lasting control of flea populations. 

Advantage® II Kitten kills adult fleas quickly, within 12 hours, inhibits the development of 
immature flea life stages and prevents them from reaching the biting adult stage. 

Advantage®]] Kitten is waterproof and remains effective following a shampoo treatment or 
after exposure to rain or sunlight. 

Apply monthly treatments for optima] control and prevention of fleas. 

STORAGE AND DISPOSAL 

Do not contaminate water, food or feed by storage or disposal. 

Pesticide Storage: Store in a cool, dry place. 

Pesticide Disposal and Container Handling: Nonrefillable container. H Empty: Do not 
reuse this container. Place in trash or offer for recycling if available. If partly filled: Call 
your local solid waste agency or 1-800-422~9874 for disposal instructions. Never place 
unused product down any indoor or outdoor drain. 

Advantage II Kitten h high!ighted.Doc Page 4of 8 
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Reason To Issue: Aa EPA Reg. No. and optional text ~ate: 09115/10 
_. __ ... _ ....... _ ... _ .. . .. _[ S_aJIIEie:~ot. fo_r g~)sa]~l._for_ a] I_ s. !({] s_ _ . _ _ . . __ Su.J.le!se<Jes: __ Qlj( I !ii!J .. _____ _ 

LIMITED WARRANTY AND LIMITATION OF DAMAGES 

Bayer HeaJthCare LLC. Animal Health Division warrants that this material confonns to the 
chemical description on the label. TO TilE EXTENT CONSISTENT WITH 
APPLICABLE LAW, BAYER MAKES NO OTHER EXPRESS OR IMPLIED 
WARRANT¥, INCLUDING ANY OTHER EXPRESS OR IMPLIED WARRANTY OF 
FITNESS OR MERCHANTABILITY, and no agent of Bayer is authorized to do so except in 
writing with a specific reference to this warranty. Any damages arising from a breach of this 
warranty shall be limited to direct damages and shall not include consequential commercial 
damages such as loss of profits or values, etc. 

Net Contents: XX Tube(s)- each 0.0078 fl. oz. (0.23 mL) 

rsimlpifet!Z;Nol\tor"(R. "'"lili!J .. - .. -- . ~-

Manufactured For 

Bayer HealthCare LLC 
Animal Health Division 

P.O. Box 390 
Shawnee Mission, Kansas 66201 USA 

Made in Gennany 

Advantage II Kitten h highlighted.Doc Page 5 of 8 
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Reason To Issue: A. EPA Reg. No. and optional teXt ~ate: 09/15/10 

........................... _(S_Il!'_ljll~:n.ot_ fo! .(re)sa]~J..fo!. a]l_ S_l(l)s_ .......... ~UJ?!'_n;e<]es: __ O(j/11/1 () ........ . 

NOTE TO REVIEWER: [(Brackets and parentheses indicate alternate langnage)] 

OPTIONAL MARKETING CLAIMS 

• For use on cats and kittens 8 weeks of age and older 
• Advantage II contains [imidacloprid], [and an/the] [insect growth regnlator] [IGR] 

[pyriproxyfen] 
• A single topical application remains effective for up to [4 weeks] [a month] 
• Convenient, easy to apply topical solution 
• Convenient, easy to apply and fragrance free [monthly] [topical solution] 
• Once a month topical flea prevention and treatment for cats 8 weeks of age or 

older 
• Advantage II is indicated for the prevention and treatment of fleas on cats 8 weeks 

of age and older 
• For the prevention and treatment of flea infestations 
• One treatment prevents further flea infestations for up to [4 weeks] [a month] 
• Kills fleas on cats within [12] hours and continues to prevent infestations for up to 

[four weeks] [a month] 
• Kills fleas before they lay eggs 
• Larval flea stages in the eat's environment are killed following contact with an 

Advantage n treated cat 
• Kills larval stages of fleas following contact with an Advantage n treated cat 
• Kills fleas within [ 12] hours of application 
• Stops existing flea infestations by killing adult fleas 
• Prevents reinfestations by killing adult fleas before they lay eggs 
• Reinfesting fleas are killed within 2 hours with protection against further flea 

infestation 
• [Prevents] [Stops] flea eggs from hatching [into biting adults] 
• Effectively breaks the flea life cycle 
• [Kills] [Controls] all flea life stages 
• Comprehensive flea prevention and treatment 
• 3-way flea protection ([kills][controls]) adults, larvae, and eggs 
• [Prevents] [Stops] flea eggs from developing into [(biting) (adult)] fleas 
• Treatment with Advantage ll kills fleas and may reduce the incidence of flea 

allergic dennatitis (FAD] or flea bite hypersensitivity 
• Flea adulticide. larvicide, and ovicide 
• Kills flea eggs 
• Controls flea problems 
• Provides flea protection 
• Controls existing fleas and flea eggs plus [and] [prevents] future flea infestations 
• Advantage n may be used year-round for flea [prevention][protection] 

Advantage fi Kitten h hlgh!ighted.Doc Page 6 of 8 

50



Reason To Issue: A. EPA Reg. No. and optional text .Date: 091!5/IO 
_ _ _ _ _ _ _ _ _ _ J Slll11ple:n_ot_ for. (f<>)sa_le )__for_ ai!.$If{Js_ _ _ _ _ _ _ _ ~uper:;e<fe~; _ .06f.IJJ.IQ _ .. _ .. __ 

• Contains an insect growth regulator (IGR) to kill flea eggs and prevent re
infestation 

• Monthly use of Advantage II kills fleas and may prevent ([flea allergy 
dermatitis][flea bite hypersensitivity]) 

• Controls existing flea infestations on your cat and prevents further infestations 
• Remains effective after bathing 
• Remains effective following shampooing 
• Waterproof 
• Remains effective after exposure to rain or sunlight 
• Fragrance free 
• In child-resistant packaging 
• Starts working through contact 

Advantllge II Kitten h highligbted.Doc Page 7 of 8 
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.. Reason To Issue: A. EPA Reg. No. and optional text ~ate: 09/15/10 
__ .. ______ ... __ .. ______ .. ___ ( S.'!!!'Jll'.':!!Ot_ f?_C \re.)sal~l for_ aJ! _il_}({J ~- ______ . ___ §~,PC!Se<fes, __ 0/j/_ iJllQ __ ...... _ 

(Label on Individual Tube) 

Advantage® II Kitten 

9.10% lmidadoprid 

0.46% Pyriproxyfen 

0.0078 fl. oz. (0.23 mL) 

EPA Reg. No. Jifi$$~~~ 

Keep Out of Reach of Children 

CAUTION 

Read The Entire Label Before Use 

BAYER 

Lot No. 0000000 

Advantage U Kitten h highlighted.Doc Page 8 of 8 
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• • Material to be added to an a-Jacket/Jacket 

Reg. No. Decision# Y,:;L'-\,.:2.0 \ 

Description: 

1. Placement within the e-Jacket/jacket: 

0 Default: (chronological, top = newest) 

0 File Location: (eg. "before page 45 in .pdf') 

2. ~d to Data Extraction contractors this material: 

~ly stamped accepted label 

0 Notification 

0 NewCSF 

0 Other: -----------

3. Attach this coversheet to the top of the material or jacket. It must be well 
organized and clipped together, NOT STAPLED. Then give the material with 
this coversheet to staff in the Information Services Center (Room S-4900). 

Reviewer: xee~~ 
Phone: 2,oc;,- ot.~..c S" 

Division: RD 

Date: .a - 2.. '-{ -\.0 

Created June 24, 2010 
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• • Material to be added to an e-Jacket/Jacket 

Reg. No. Decision # 4. 3 I b" c.::;, 

Description: 

1. Placement within thee-Jacket/jacket: 

0 Default: (chronological, top = newest) 

0 File Location: (eg. "before page 45 in .pdf') 

2. ~to Data Extraction contractors this material: 

0 Newly stamped accepted label 

0 Notification 

~wCSF 
0 Other: -----------

3. Attach this coversheet to the top of the material or jacket. It must be well 
organized and clipped together, NOT STAPLED. Then give the material with 
this coversheet to staff in the Information Services Center (Room S-4900). 

Reviewer: Division: RD 

Phone: '1.0 (.o ~ OL{ L.l Date: <; _ "- 10 

Created July 16, 2010 
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• • 
UNITED STATES ENVIRONMENTAL PROTECTION AGENCY 

WASHINGTON, D.C. 20460 

OFFICE OF 
PREVENTlON, PESTICIDES 
AND TOXIC SUBSTANCES 

Dr. Doug Spilker 
Bayer HealthCare LLC 
P.O. Box 390 
Shawnee Mission, KS 66201 

Dear Dr. Spilker: 

Jut 3 0 1\W\ 

Subject: Revised Basic Confidential Statements of Formula 
Advantage II Kitten (EPA Reg. No. 11556-150) 
Advantage II Small Cat (EPA Reg. No. 11556-151) 
Advantage II Large Cat (EPA Reg. No. 11556-152) 
Submission Date: July 22, 2010 

The Agency has reviewed your submission for revised Confidential Statements of 
Fonmula, and the following comment applies: 

The Confidential Statements of Formula dated July 20, 2010 for the basic formulations 
agree with the label claim in compliance with PR Notice 91-2 and are acceptable. 

The Confidential Statements of Formula have been added to your file as part of the record and 
wHI replace the previously accepted basic Confidential Statements of Fonmula dated 
November 20, 2009. If you have any questions concerning this letter, please contact Kable Be 
Davis at (703) 306-0415 or davis.kable@epa.gov. 

Sincerely yours, 

~~ ~ 
Venus Eagle ~./"" 
Product Manager (01) 
Insecticide-Rodenticide Branch 
Registration Division (7505P) 
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,--~~~~~~~~-----------------------------------------------------

• 
Bayer HealthCare 
Animal Health 

Via Fl'dnal Expre.n 

July 22, 2010 

Office of Pesticide Programs (7504P)- Amendments/NonPRIA 
U.S. Environmental Protection Agency 
Room S~4900, One Potomac Yard 
2777 South Crystal Drive 
Arlington, VA 22202-4501 

Attention: 

Subject: 

Ms. Venus Eagle/PM 0 I 

Advantage II Kitten (EPA Reg. No. 11556-150) 
Advantage II Small Cat (EPA Reg. No. 11556-151) 
Advantage II Large Cat (EPA Reg. No. 11556-152) 

Dear Ms. Eagle: 

• 

Enclosed please find applications for the revision of the Confidential 
Statements of Formula for the subject products. All of the revisions are 
identical for all three products, so we would appreciate it if aU three 
actions be assigned to the same reviewer. Furthermore, the formula 
revisions are identical to those recently accepted by the Agency for: 

Advantage II Small Dog (EPA Reg. No. I J 556-128) 
Advantage II Medium Dog (EPA Reg. No. 11556-125) 
Advantage II Large Dog (EPA Reg. No. 11556- l 27) 
Advantage II Extra Large Dog (EPA Reg. No. 11556-130) 

Although these are amendments, there are no data to review, and we hope 
that these could be expedited during the review and acceptance process. 

If you have any questions, please do not hesitate to call (913-268-2751). 

Si~4.~ 
Douglas A. Spilker. Ph. D. 
Manager, EPA Regulatory Affairs 
Doug.Spilker .b@ Bayer .com 

E11dnsurcs: 3 Applka(ions for Amcm.Jmcm. dalCd 07/2211() 

• • • • • • 
•• • 

• • • 
• 

Bayer HeelthCare LLC 
Animal Health 
P 0. Box 390 
Shawnee Mission, KS 66201·0390 

• ••• • 
••• • • • •• 

• • 
• • 
; • • •• • • • • • • •• • • • • • • ••••• • 
•••• • •• 
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• 
Via Federal Express 

July 22, 2010 

Document Processing Desk 
(Amend- Non-PRIA Action) 
Office of Pesticide Programs (7504P) 
U.S. Environmental Protection Agency 
Room S-4900, One Potomac Yard 
2777 South Crystal Drive 
Arlington, VA 22202-4501 

Attention: Ms. Venus Eagle, PM Team 01 
Registration Division 

Advantage II Kitten (EPA Reg. 11556-150) 

a. Fonn 8570-1 Application for Amendment 

b. Attachment to Application (1 page) 

• 

c. Confidential Statement of Formula, dated 07/20/10 (2 copies) 

d. Confidential Statement of Formula, dated 11/20/09 (Supersedes)

Original Product Name Advantage JGR 5 

Eagle AdV n Kitten Amend CSF 0722!0.doc 

• ••••• • • • • • • • • 
•••••• • • • • •• 
••••• • • • • ••••• 

• ••• • 
••• • •• •• 

• 
•• • • • • • • • 
• • • • • •••• 

• 
• • •••••• • 
•••• • • •••• 
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• • ATTACHMENT FOR OPP 
APPLICATION FOR PESTICIDE AMENDMENT 

Page I of I 

Advantage II Kitten, EPA Reg. No. 11556-150 
July 20, 2010 

Enclosed for Agency acceptance are two (2) copies of the draft Confidential Statement 
of Formula, dated July 20,2010 for Advantage II Kitten, EPA Reg. No. ll556-150, 
which supersedes the current Basic CSF on file with the Agency, dated November 20, 
2009 (attached). 

The proposed changes only include those described below: 

Block 3. Update Product Name 
from: Advantage IGR 5 
to: Advantage II Kitten 

Block 4. Complete Registration No. 
from: 11556-XXX 
to: ll556-150 

Block 14. Change the Certified Limits for  

Block 21. Update the Date 
from: 11/20/2009 
to: 7120/2010 •••••• • • • • • • • • 

•••••• • • • • .. 
••••• • • • • ••••• 

• ... 
• 

••• • •• .. 
• .. . 

• • • . .. 
• • • • • •••• 

• 
• • •••••• • 
•••• • • •••• 
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•• ••• ,_nu••• ! 
' 

.. ... ri.. ... 

United Steteo Registration OPP ldontifier Nurmtr 

&EPA Environmental Protection Agency 2 Amendment 
Weohingron, DC 20480 Other 

1 for - I 
1. Companv!Produot Numbor 2. EPA Product Manooer 3. Propottd Clulifioetion 
ll556-l50 V. Eagle ~NOM 0 Roetricttd 

14: Compeny!Product (Name) PM# 
Advantage II Kitten Team 01 

'5, N~~~rn~ and Ac:ldr011• of Applio11nt (lncludtl ZIP Cod•} 6. Expedited Reveiw. In accordance with FIFRA Section 3icH3) 
Bayer HealthCare LLC, Anlmal Health Division lb)li), my product Is similar or identical In composition and labeling 
P.O. Box390 ~'-
Shawnee Mission, KS 66201-0390 EPA Reg. No. 

D CINr:/c if th/.1 /.1 • new eddr.u tName 

I - II 

0 Armmdment- Explain bolow. 0 Final printed labolo In ropaofl8o to 
Apncy letter dated 

0 RHubmi•oion in Rlaporn~e to Ageney letter detect 0 •Me Too• Application. 

0 Notification- Explain below. D OtMr- Explain below. 

Explanation: Ueo ltdditionel pago{oJ If neooeoarv. 1For notion I end Seotlon II.) 

Enclosed for Agency acceplance are 2 copies of the Confidenlial Statement of Formula, dated 07/20/)0, revised to widen the certified 
limits for  and update other information. Please see attached for further info rotation. Minor formulation dumge (no data to review); 
Non-PRIA action. 

·...!.!!. 
!1.Mo-Thlol IBol '"" Child-Roolotent P..::keging Unit Peckeging Water Solubf• Peoltaging 2. Type of Conteiner By" - Yu r- Ye• ~~~ No 

-
No r- jfgxt Au"" 

Gle11 

• c.rtlflt:lttlon mu1t lrui"' No.'" •-v .. - No.'" ..... 
""" w"' Other {Specify! 

30 '''""' 0 
lnfonnotion t•·· I Conteiner ''a 1~11 ...... I; 

8. Manner in Which Lebef I• AHixod to Product = Uthogreph 0 Other 
Paper f.:rd ·:· Stone ild 

o- IV '" ! 

I•: ConiKI Poh>l "'' ',Ho ,..,., 
f!_am. , Title • ~AreeCode) 

Douglas A. Spilker, Ph. D. (doug.spilker.b@bayer.com) Manager, EPA Regulatory Affairs ~ 

Certification :~[:; 
1 conify that the otatemontsl heve made on thio fonn and ell att.lcllmente: thereto aro tnJe, occurate w~:.,t.to. 

1 e.~.t• _Application . ....... 
1 acknowledoe thet env knowllnglly feloe or mltlo&dlng •totement mey be punl1hebla by flne or impriiOIYnlnt or :•••:1Stamped) 
both under I lew. •.•. ,.,...~ .. 

VZA'. A'P... 
3. Trtfa • ... 
Manager, EPA Regulatory Affairs 

!•·"""" .. _ v v S. Dote 

0 7 frz/"L<V• Douglas A. Spilker, Ph. D. 

... ·- 0570-1 •••• 3-941 • ed;tiono ~C~• Yolow· teo 59
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• • 
!Fee for Service! (879034,-

This package includes the following 

0 New Registration 

®Amendment 

ostudies? 

for Division 

0 AD 
osppo 

®RD 
II 

I 

i 

i Receipt No. s-1 879034 I -- -l 
I 
' EPA File Symbol/Reg. No. I 11556-150 I 

Pin-Punch Date: I 7/23/2010 I 
rz( This item is NOT subject to FFS action. 
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~~~- ------- - -~~~~-~~~----·-·-----------

UNII STATES ENVIRONMENTAL PROTEC. AGENCY 
WASHINGTON, D.C. 20460 

DOUGLAS A. SPILKER, PH.D. 
BAYERHEALTHCARELLC 
ANIMAL HEALTH DIVISION 
PO Box 390 
SHAWNEE MISSION, KS 66201-0390 

July 26,2010 

PRODUCT NAME: ADVANTAGE II KITTEN 
COMPANYNAME: BAYERHEALTHCARELLC 
OPP IDENTIFICATION NUMBER: 
EPAFILESYMBOL: 11556-150 
EPARECEIPTDATE: 07/23/10 

SUBJECT: RECEIPT OF AMENDMENT 

DEAR REGISTRANT: 

OFFICE OF 
PREVENTION, PESTICIDES AND 

TOXIC SUBSTANCES 

The Office of Pesticide Programs has received your application for an amendment and it 
has passed an administrative screen for completeness. 

During the initial screen we determined that the application appears to qualify for fast 
track review. The package will now be forwarded to the Product Manager for review to 
determine its acceptability for fast track status. 

If you have any questions, please contact Registration Division, Risk Management Team 
I, at (703) 308-8045. 

Sincerely, 

Jl1. j ltw-, ....___ 
Front End Processing Staff 
Information Services Branch 
Information Technology & Resources Management Division 
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• • FASr-TRACK AME;ND.MENTS-Completeness Screening Checklist 
Experts fu-Processlng Signature:_ ~\\i' -------

1 Application Form (EP~ Fonn 8570-1) -signed? lo 
·+--t---1 

3 Certification with Respect to Citation of Data (EPA Form 8570-34) 
signed? 

4 Formulator's (EPA Form )- 'I' 
' 

5 Dat @! 

~ 
ousesl· "' ~. ~ ftopay owns 'mt only the· 

c) >COPY I? See: •98-5 

6 Is Label Included? (5 copies) ·Y 

, 
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• 
U.S. ENVIRONMENTAL PROTECTION AGENCY 

Office of Pesticide Programs 

Registmtioo Division {750SC) 

1200 PcnnsylvrmiaAve., N.W, 

Washington, D.C. 20460 

NOTICE OF PESTICIDE: 

{under FIFR.A., as amended) 

..X Registration 
_Reregistration 

Name and Addrw of Rtgistr:tnt {l:ncludeZIP Code)". 

Attention: Dr. Doug Spilker 
Bayer HealthCare, LLC 
P.O.Box390 

• 
EPA Reg. Number: Date orissuancc: 

11556-150 
JUN 24 2010 

Ter= ofbsuance: 

FROM: June 24, 2010 

Name of Pesticide Product: 

II Kitten 

On the basis ofinfonnation furnished by the registrunt, the above named pc4ticide is hereby Jqistered/n:regis~d under the fcdcrallruecticide, Fungicide 

and Rodenticide Act 

Registrntion is in noway to be construed as an endo!lement or recommendation of this product by 1M Agency. In order to protcet health and. 1M 

environment, the Administrator, on his motion, mly at any time suspend or cancel the registnu:ion of a pesticide in accordanet with the Act The ~ptance 

of any name in connection with IlK: registmtlon of a product under this Act is not to be construe4 as giving the registmnt a right to exclusive use of the name 

or to its uteifit hu been covel'ed by olhm. 

This product is conditionally registered in accordance with FIFRA section 3(c)(7)(A) provided 
that: 

1. This registration is time-limited and expires two years from the date this product is first released 
for shipment. You must provide the Agency with a projected release for shipment date in 
writing within 30 days of the date of this Notice of Registration. The Agency will calculate the 
expiration date based on the projected release for shipment date until an actual release for 
shipment date is provided in writing. 

2. Only one basic confidential statement of formula will be on file for this product at any one time; 
no alternate formulations or minor fonnulation amendments will be submitted or approved for 
this product. 

Date: 

JUN 2 4 2iliiJ 

Division 
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• • 
Page2 
EPA Reg. No. 11556-150 

3. You must submit quarterly enhanced incident reports and quarterly sales infonnation in doses 
sold for this product beginning July I, 2010. 

Please flag any Confidential Business Information as such. Enhanced incident reporting should 
be submitted to the Product Manager. Quarterly sales information should be submitted to the 
Registration Division, Immediate Office (attn: Kimberly Nesci). 

The following is a list of information that must be included in the quarterly reports for each 
incident: 

a. EPA Registration Number 
b. Product Name (brand name) 
c. Lot Number 
d. Where Purchased: Internet, Store, Veterinarian 
e. Active lngredieut(s) 
f. Weight Range for Product 
g. Date on which incident occurred (nnnldd/yyyy). 
h. State in which the incident occurred (standard 2 letter abbreviation). 
i. Registrant Case Number 
j. Species: Dog, Cat, Other (specify) 
k. Breed: (as reported by pet owner) 
I. Age: Months or Years 
m. Sex: Male, Female 
n. Weight: Pounds 
o. Primary Route of Exposure: Dermal, Oral, Other Animal, Inhalation, Other 
p. Bndy System: Neurological, Dermatological, GI, Respiratory, Ocular, Other 
q. Major Signs: Separate Column for Each Sign, Using Standard Terminology 
r. Time to Onset: Hours, Days 
s. Treated By Veterinarian: Yes or No 
t. First Time Product Used: Yes or No 
u. Misuse: Use on Incorrect Species, Overdose, Too Frequent Dosing, Other (describe) 
v. Any Known Precondition 
w. EPA Severity Code: Death, Major, Moderate, Minor 
x. Outcome: Died, Recovered, Still Being Treated, Unknown 

4. You must submit and! or cite all data required for registration of your product under FIFRA 
Section 3(c)(S) when the Agency requires all registrants of similar products to submit such data, 
and submit acceptable responses required for reregistration of your product under FIFRA 
Section 4. 

5. Revise the EPA Registration Number to read "EPA Registration No. 11556-150" on the first 
page of the label. 

6. Along with the enhanced incident reporting, you must submit an analysis of the incidents seen, to 
include the following details: 
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• • 
Page3 
EPA Reg. No. 11556-150 

a. All incidents should be reported including all minor dermal and ocular irritation reports. 
b. Summary table for cats showing number of incidents of each severity code for each route 

of exposure. Each incident should only be reported once. If one incident has several 
routes of exposure, the order should he as follows: I) ocular, 2) oral and 3) dermal. ha 
other words, an incident with both oral and dermal exposure would be reported as oral 
exposure, and an incident with both ocular and oral exposure would be reported as ocular 
exposure. 

c. A similar summary table for dogs (misuse or secondary exposure) showing number of 
incidents of each severity code for each route of exposure. 

d. Summary table for dogs and table for cats showing number of incidents that are believed 
due to secondary exposure (e.g., multi-pet households). 

e. A summary table for cats showing number of incidents for each severity code for 
following age ranges: I) <3 months, 2) 3-6 months, 3) 6-9 months, 4) 9- 12 months, 
5) I year, 6) 2 years, 7) 3 years, 8) 4 years, 9) 5 years, I 0) 6 years, II) 7 years, 12) 8 
years, 13) 9 years, 14) I 0 years, IS) II years, 16) 12 years, 17) 13 years, 18) 14 years, 
19) 15 years and 20) > 15 years. 

f. A summary table showing the number of cats incidents for each severity code for each 
pet weight range on the product label, if applicable. 

g. A swnmary table for cat weight showing number of incidents for each product weight 
range. Tiris table should show number of incidents in cats weighing less than that 
product weight range. number of incidents in cats in lower half of weight range, number 
of incidents in cats in upper half of weight range, and cats weighing more than the 
product weight range, if applicable. 

h. Table showing number of incidents for each cat breed, where provided. 
i. Table showing number of incidents in cats for each clinical sign. 
j. Table showing number of incidents in cats for each organ system. 
k. Report aggregate incidents, but do not combine moderate and minor incidents. 

7. The Agency reserves the right, in the future, to require the addition of a section oflabel that lists 
the most common side effects, based on the submission of incident data. 

8. The required storage stability (830-6317) ;md corrosion characteristics (830-6320) data were 
submitted to the Agency on May 12, 2010 and are currently Wider review (D3 78289). If the data 
are deemed Wlacceptable, additional storage stability and corrosion characteristics data must be 
submitted and deemed acceptable. 

If these conditions are not complied with, the registration will be subject to cancellation in 
accordance with FIFRA section 6(e). Your release for shipment of the product constitutes acceptance of 
these conditions. A stamped copy of the label is enclosed for your records. If you have any questions 
regarding this notice, please contact Kable Bo Davis at (703) 306M0415 or davis.kable@epa.gov. 

EnclosureM Stamped Label 

Venus Eagle, PM (01) 
Insecticide-Rodenticide Branch 
Registration Division (7505P) 
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Reason To Issue: .pose registration e Date: 06/17/10 

.......... __ . __ .............. _ .. _. _ .. _ ...................... _ .................. _ ...... ~uper_~~e~; .. !_lj21fO?. _ ...... . 

NOTE TO REVIEWER: [(Brackets and parentheses indicate alternate language)] 

Advantage® II Kitten 

Once-A-Month Topical Flea Prevention and Treatment for Cats 
For Use ONLY on Cats 8 Weeks and Older 

For Use ONLY on Cats Weighing Under 5 lbs. 

READ THE ENTIRE LABEL BEFORE EACH USE 

For the Prevention and Treatment of Flea Infestations 

[Selected optional claims bulleted here from page 6 and/or 7] 

• 
• 
• 
• 
• 
• 
• 
• 
• 

Active Ingredients 

ACCEPTED 
...... OOIIJIIlllml 

Ia BPA len tc Deled: 
JUN 2 4 1010 

Jmidacloprid ..................................................... . 

Pyriproxyfen ..................................................... . 

Other Ingredients .. , . , ........................ , ................... . 

Total ....................... · · · · · · · .... · .. · · · · .. · .... · · ...... · · · · 

% 
ByWei&ht 

9.10% 

0.46% 

90.44% 

100.00% 

EPA Reg No. 11556-RLN EPA Est. No. 11556-DEU·l 

KEEP OUT OF REACH OF CHILDREN 

CAUTION 

[See back panel for First Aid.] 

(For Directions For Use, and Storage and Disposal (instructions), 
see supplemental labeling inside.] 

Advantnge II Kitten gnb.Doc Page I of 8 
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Reason To Issue: lpose registration e Date: 06/17/10 

...................................... --.. . . . . . . . . . . . . . . . . . .......................... ~U£Crs.•~~~: .. 1 !f.2:V.Q?..._ •.... 

PRECAUTIONARY STATEMENTS 

HAZARDS TO HUMANS: Harmful if swallowed. Causes moderate eye irritation. Avoid 
contact with eyes or clothing. Wash hands thoroughly with soap and warm water after 
handling. Keep out of reach of children. Do not contaminate feed or food. 

HAZARDS TO DOMESTIC ANIMALS 

For external use only. Do not use on kittens under 8 weeks of age. N; with any product, 
consult your veterinarian before using this product on debilitated, aged. pregnant or nursing 
cats. lndividual sensitivities, while rare, may occur after using ANY pesticide product for 
cats. If signs persist, or become more severe, consult a veterinarian immediately. If your cat 
is on medication, consult your veterinarian before using this or any other product. 

If your cat is experiencing an adverse event, contact your veterinarian and, calll-800-422-
9874. 

DIRECTIONS FOR USE 

• a poison or doctor · for 
treatment advice. 

• Have person sip a glass of water if able to swallow. 
• Do not induce vomiting unless told to do so by the poison 

control center or doctor . 

• 
• eye open gently with 15-

20 minutes. Remove contact lenses, if present, after the first S 
minutes, then continue rinsing eye. 

center or doctor 

It is a violation of Federal Law to use this product in a manner inconsistent with its labeling. 

Advantllge II Kitten gab.Doc Page 2 of 8 
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ReasonTolssue: lposeregistration • Date: 06117/10 

..................................................................................... J~ UJ1e~e!!e!; .. !_! !2 :1(0?. ....... . 

HOW TO OPEN 

1. Being careful not to cut close to the blister cavities, take scissors and cut off one 
section of the card containing a single tube. 

2. Take the separated section. and cut into the blister cavity across the small side, close 
to the cap of the tube. 

3. Peel off the foil, and take out the tube. 
4. Repeat steps 1 to 3 for each tube . 

HOW TO APPLY • 

1. Use only on cats and kittens. Do not use on other animals. 

2. Remove one applicator tube from the package. See "HOW TO OPEN" section. 

3. Hold applicator tube in an upright position. Pull cap off tube. 

[Visuals Depicting How to Open Applicator Tube] 

4. Twn the cap armmd and place other end of cap back on tube. 

5. Twist cap to break seal, then remove cap from tube. 

[Visuals Depicting Application to Animal] 

6. Part the hair on the neck at the base of the skull until the skin is visible. Place the tip 
of the tube on the skin and squeeze the rube to expel the entire contents directly on 
the skin. Do not get this product in your eat's eyes or mouth. The product is bitter 
tasting and salivation may occur for a short time if the cat licks the product 
immediately after treatment. Treatment at the base of the skull will minimize the 
opportunity for the cat to lick the product. 

7. Discard empty tube as described in Storage and Disposal. 

8. Under normal conditions the product is effective for a month. However, in case of 
severe flea infestation, retreatment may be necessary earlier than four weeks. Do not 
retreat more often than once every 14 days. After flea control is attained, return to a 
monthly retreatment schedule. 

Advantage II Kitten gnb.Doc Page 3 of 8 
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Reason To Issue: ~pose registration e Date: 06/17/10 

--------------------------------------------------------------------------------------~u_Q~-~e~es: _ _!I!.?'Y.OL_ ____ _ 

ADDITIONAL INFORMATION 

The successive feeding activity of fleas on cats may elicit a hypersensitivity skin disorder 
known as flea allergy dennatitis (FAD) or flea bite hypersensitivity. Treatment of cats with 
Advantage® II kills fleas and may reduce the incidence of this condition. 

Advantage® II kills the existing fleas on cats within 12 hours. Reinfesting fleas are killed 
within 2 hours with protection against further flea infestation lasting for up to four (4) weeks. 
Pre-existing pupae in the environment may continue to emerge for six (6) weeks or longer 
depending upon the climatic conditions. 

Fleas, eggs and larvae in the caes surroundings are killed following oontact with an 
Advantage® II treated cat. Advantage® II provides multi-stage flea control effectively 
breaking all flea life-cycle stages for lasting control of flea populations. 

Advantage® II kills adult fleas quickly, within 12 hours, inhibits the development of 
immature flea life stages and prevents them from reaching the biting adult stage. 

Advantage® II is waterproof and remains effective following a shampoo treatment or after 
exposure to rain or sunlight. 

Apply monthly treatments for optimal control and prevention of fleas. 

STORAGE AND DISPOSAL 

Do not contaminate water, food or feed by storage or disposal. 

Pesticide Storage: Store in a cool, dry place. 

Pesticide Disposal and Container Handling: Nonrefillable container. If Empty: Do not 
reuse this container. Place in trash or offer for recycling if available. If partly filled: Call 
your local solid waste agency or 1-800-422-9874 for disposal instructions. Never place 
unused product down any indoor or outdoor drain. 
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Reason To Issue: .pose registration e Date: 06/17/10 

--------------------------------------------------------------------------------------i)uper_sec!e~; __ l_lf.2~Q2 _______ _ 

LIMITED WARRANTY AND LIMITATION OF DAMAGES 

Bayer HealthCare LLC, Animal Health Division warrants that this material conforms to the 
chemical description on the label. TO TilE EXTENT CONSISTENT WITH 
APPLICABLE LAW, BAYER MAKES NO OTIJER EXPRESS OR IMPLIED 
WARRANTY, INCLUDING ANY OTHER EXPRESS OR IMPLIED WARRANT¥ OF 
FITNESS OR MERCHANTABILITY, and no agent of Bayer is authorized to do so except in 
writing with a specific reference to this warranty. Any damages arising from a breach of this 
warranty shall be limited to direct damages and shall not include consequential commercial 
damages such as loss of profits or values, etc. 

Net Contents: [(One)(Four)] Tube(s)- 0.0078 fl. oz. (0.23 mL) each 

OPTIONAL CLAIM FOR THE ONE TUBE PACKAGE: [Sample- Not for (Re)Sale] 

Advantage II Kitten gub.Doc 

Manufactured For 

Bayer HealthCare LLC 
Animal Health Division 

P.O. Box390 
Shavmee Mission, Kansas 6620 I USA 

Made in Germany 
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ReasonTolssue: lposeregistration e Date: 06/17/10 

....................................................................... __ ............. § ?.E~!.sed_es:. _ U.G~Q9. ..... _ .. 

NOTE TO REVIEWER: [(Brackets and parentheses indicate alternate language)] 

OPTIONAL MARKETING CLAIMS 

• For use on cats and kittens 8 weeks of age and older 
• Advantage II contains [imidacloprid], [and an/the] [insect growth regulator] [IGR] 

[pyriproxyfen] 
• A single topical application remains effective for up to [4 weeks] [a month] 
• Convenient, easy to apply topical solution 
• Convenient, easy to apply and fragrance free [monthly] [topical solution] 
• Once a month topical flea prevention and treatment for cats 8 weeks of age or 

older 
• Advantage II is indicated for the prevention and treatment of fleas on cats 8 weeks 

of age and older 
• For the prevention and treatment of flea infestations 
• One treatment prevents further flea infestations for up to [4 weeks] [a month] 
• Kills fleas on cats within [12] hours and continues to prevent infestations for up to 

[fuurweeks] [a month] 
• Kills fleas before they lay eggs 
• Larval flea stages in the eat's environment are killed following contact with an 

Advantage II treated cat 
• Kills larval stages of fleas following contact with an Advantage II treated cat 
• Kills fleas within [12] hours of application 
• Stops existing flea infestations by killing adult fleas 
• Prevents reinfestations by killing adult fleas before they lay eggs 
• Reinfesting fleas are killed within 2 hours with protection against further flea 

infestation 
• [Prevents] [Stops] flea eggs from hatching [into biting adults] 
• Effectively breaks the flea life cycle 
• [Kills] [Controls] all flea life stages 
• Comprehensive flea prevention and treatment 
• )wway flea protection ([kills][controls]) adults, larvae, and eggs 
• [Prevents] [Stops] flea eggs from developing into [(biting) (adult)] fleas 
• Treatment with Advantage II kills fleas and may reduce the incidence of flea 

allergic dermatitis [FAD] or flea bite hypersensitivity 
• Flea adulticide, larvicide, and ovicide 
• Kills flea eggs 
• Controls flea problems 
• Provides flea protection 
• Controls existing fleas and flea eggs plus [and] [prevents] future flea infestations 
• Advantage II may be used year-round for flea [prevention][protection] 

Advantage II Kitten gab. Doc Page 6 of 8 
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. . . . . .. . . . . . . . . . . . . ....•... _ .........................•.............................. ~ul'e."'"!f•!:. _! 1.(:?~/Q~ ....... . 

• Contains an insect growth regulator (IGR) to kill flea eggs and prevent re
infestation 

• Monthly use of Advantage ll kills fleas and may prevent ([flea allergy 
dermatitis](flea bite hypersensitivity]) 

• Controls existing flea infestations on your cat and prevents further infestations 
• Remains effective after bathing 
• Remains effective following shampooing 
• Waterproof 
• Remains effective after exposure to rain or sunlight 
• Fragrance free 
• In child-resistant packaging 
• Starts working through contact 

Advantage II Kitten gab.Doc Page? of 8 
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...................................................................................... ~~~~!l~!: .. n(? ~92 ....... . 

Advantage II Kitten gab.Doc 

(Label on Individual Tube) 

Advantage., II Kitten 

9 J 0% lmidacloprid 

0.46% Pyriproxyfen 

0.0078 fl. oz. (0.23 mL) 

EPA Reg. No. 11556-RLN 

Keep Out of Reach of Children 

CAUTION 

Read The Entire Label Before Use 

BAYER 

Lot No. 0000000 
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• • Page I of I 

Proposed Cat Spot-On Products (EPA File Symbol 11556-RLN, 11556-RLE and 11556-RLR)- rev labels 
Doug Spilker 
to: 

06/17/2010 04:00PM 
etails 

History: This message has been replied to. 

HiBo, 
Please find altached the labels revised according to your email of 6/16/10. Regarding Item 4, it is our position that 
these labels for a new product already contain proactive warning in the uHOWTO APPLY" section- Item 6, based on 
our experience with other imidacloprid--containing spot-on products. r have attached both a highlighted and clean 
version of each. As we discussed previously, I have made a couple of other changes including: a) change In primary 
brand names, b) addition of single tube infonnation and "Not for Sale" optional language, and c) an additional claim for 
HStarts working through contacr•- which is on our other Advantage rr products. 

!look forward to our discussion and finalizing of these registrations. 

We accept your invitation to discuss with you and Ms. Nesci the "potenlial side effecf' issue In a conference carr next 
Tuesday, June 22, at 10:00 am (Eon. If you would like, I can set up a teleconference number for our use. please let 
me know. 

best regards, 
Doug 

Doug Spilker 
Manager~ EPA Reg. Affairs 
BAYER HEAL THCARE LLC 
ANIMAL HEALTH 
OffiCe; +1 913~268~2751 
Mobile: +1 816-506-3102 
Fax: +1 913~268~2135 
Emait doug.spilker.b@bayer.com 

Address: 
P.O. Box 390 
Shawnee Mission, KS 66201~0390 
Country: USA 

Bayer Animal Health "Protecting.Curing.Caring ... Together" 

The information containod In lh/11 fHfllil b; for the exclusivv usv of the inltmdtld fflCipiflnl(s) and m•Y bit r:onfidDnli&l, propn'olory. ond.W /Dfll'l/y pttvf{eged. 
lnl!llfiiOrltlflt ditsclo&uro of/his me.suge does not con:tstitule a Wflii!Or of ~my priviltQe. If you fOCiliiiO this meu1ge in eJTOr, please do not dtrocUy or inff.roct/y 
uso, prinl, copy, foiWIIrtf, ordiklo:e &ny pflrl ofJhis mono~. P/IO:SII el$o do!Diothl& o-moil 1nd 1// copies end notify tile Hmktr. Thonk you. 
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• • 
Proposed Cat Spot-On Products (EPA File Symboi11556-RLN, 11556-RLE 
and 11556-RLR) 
Kable Davis to: Doug Spilker 06/t6/2010 1 t:41 AM 
Cc: Venus Eagle 

~-~~~~"~-~--~~-~'''~-------~-~-~~-~-~--~~~~· 

Doug. 

I have finished my review of the proposed labels for EPA File Symbols 11556·RLN, 11556-RLE and 
11556·RLR. However, I want to ftrst acknowledge that we have already discussed renaming these 
products and you will incorporate these new names into the revised labels. The following changes are 
required: 

Label Changes (pages 1 - 5) 
Note: Because the name of the product is different for each submission (EPA File Symbols 11556-RLN, 
11556-RLE and t1556-RLR) , my comments will simply say "(Name of Product)''. This allows the 
comment to be applicable to all three products. 

1. The efficacy data that supports biting lice on dogs cannot be used to support claims for the control of 
biting lice on cats. All references to lice must be deleted from the label. 

2. Each of the three proposed cat products contain one of the following statements: " ... weighing Sibs and 
under", " .... weighing 5 to 91bs" and " ..... weighing 91bs and over". The labels must be revised to clearly 
explain which product is appropriate tor cats weighing 5 pounds and 9 pounds. 

3. The first page of each label contains a claim similar to "Once-A·Month Topical Flea and Lice 
Prevention and Treatment for Cats and Kittens 8 Weeks and Older and Weighing Sibs and Undel'. 
Revise these statements to be read as follows (the sizes will change depending upon the product). 

"Once·A·Month Topical Flea Prevention and Treatment for Cats.~ 
"For use ONLY on Cats 8 Weeks and Older." 
"For use ONL Yon Cats Weighing ...... " 

4. The label needs to include a list of potential side effects (based on most common incidents seen). The 
Agency is allowing each registrant to come up with these statements themselves and then submit for 
approval. If you are unable to provide these statements prior to registration, the Agency will include this 
requirement in the registration notice as a condition of registration. 

5. On page 2ofthe label, revise "animal!/' to read "catS', "pt.JtS' to read "catS' and "anlmaf to read "cat'. 

6. Revise the FIRST AID section Into a boxed format per PR·Notlce 2001·1. The following link provides 
an example. htlp:llwww.epa.gov1PR_Notices/pr2001·1.pdf 

7. Currently, the proposed label contains a phone number of consumer questions and another for medical 
emergencies. The label must also include a third phone number for cats experient:ing adverse reactions. 
Include the following statement" If your cat Is expen'enclng an adverse event, contact your veterinanim 
and calL ..... " 

8. On page 4, revise "GENERAL INFORMATION' to read "USE INFORMATION. 

9. On page 4, revise "Treatment of cats with (Namo of Product) rapidly k1'lls ness and reduces the 
Incidence of this condition." to read "Treatment of cats with (Name of Product) kills Reas and may reduce 
the incidence of this condhion." 

10. On page 4, revise "Monthly treatments are required foroptlmel control and proventlon of Peas," to 
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• 
1ead "Apply monthly tor optimal control and prevention of fleas." 

11. Within the "USE INFORMATION' section of the label (page 4), revise "pet'S' and "per to read "eat'S' 
and "car. 

12, On page 4 of the label, revise "(Name of Product) provides multi·stage Rea control effectively 
breaking all Rea life-cycle stages for quick and lasting control of Rea populations." to read "(Name of 
Product) provides inulti·stage Rea control effectively breaking all Rea life-cycle stages for tasting control of 
Rea populations." 

13. On page 4 of the label, revise "(Name of Product) kills adult fleas quickly, inhibits the development of 
Immature Rt;a life stages and prevents them from reaching the biting adult stage." to read "(Name of 
Product) kills aduh fleas, Inhibits the development of Immature Rea life sf8ges and prevents them from 
reaching the biting aduh stage." 

14. On page 4, revise H (Name of Product) is waterproof and remains effective following a shampoo 
treatment, swimming or after exposure to rain or sunlight." to read "(Name of Product) Is waterproof and 
remains effective following a shampoo treatment or after exposure to rain or sunlightH 

15. On page 4, revise "Storage!' to read H Pesticide Storage.1' 

16. On page 4, revise "Disposal" to read "Pesticide Disposal." 

Changes to Marketing Claims (pages 6 ~ 7) 
Both 18 (Insecticide Branch} and IRS {Insecticide-Rodenticide Branch} are working together to tighten up 
marketing claims found on pet spot-on products. The following label changes are required. Note: 
Because the name of the product Is different for each submission (EPA File Symbols 11556-RLN, 
11556-RLE and 11556-RLR} , my comments will simply say H(Name of Product)". This allows the 
comment to be applicable to all three products. 

1. Revise "A single topical application remains effective for /4 weeks]{a month! to read "A single topical 
application remains effective for up to {4 weeks]{a month! 

2. Revise HOne treatment prevents further Dea infestations for {4 weeksJia month! to read ~one treatment 
prevents further flea infestations for up to {4 weeksJia month! 

3. Revise "Kills Deas on cats within {12] hours and continues to prevent infestations for {four weeks}{a 
month/' to read "Kills Deas on cats within {12] hours and continues to prevent infestatiOns for up to }four 
weeks]{a month! 

4. Delete the claim "Kills larval stages ofDeas in the cafs environment' or revise to read "Kills laNai 
stBf}es of fleas following contact with an (Name of Product) treated cat'' 

5. Delete the claim "Effectively targets all {life] stages {ofneasr The product controls all life stages, 
however it doesn't "target" certain stages (such as pupal stage). This claim implies that the product 
directly targets pupae. 

6. As stated above (#1 under label changes), data have not been submitted to support the addition of lice 
claims for cats. All claims concerning biting lice must be deleted. 

7, Delete the daims that state "Dual Protect/off' or H 3-way Flea ProtectiorJ'. If you choose to retain these 
claims, the statement must explain what is meant by "dual protectiorl' or" 3-way Flea Protectiorl'. 
Currently, the claims include optional language. If the optional language Isn't used, the claims can imply 
heightened effJCacy. This comment concerns the following proposed claims: 
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• • 
~ "Dual protection (against fleas and lice}' 
- "3-way Rea protection (fkl!lsj{controls}adults, larvae, and eggS' 
- "[Dua/-Actionjf2-wayj fonnuld' 

8. Delete the claim "[Prevents} {Stops] Rea eggs {and Rea larvae} from developing Into j(blting)(adult)j 
fleaS'. If you choose to retain this claim, It must be reworded so that It explains that only larvae that come 
into contact with a cat treated with product will not develop into adult fleas. 

9. Revise the claim "Treatment with (Name of Product) rapidly kills fleas and may reduce the incidence of 
Rea allef{)lc dermatitis [FAD] or flea bite hypersensitivitY' to read ~Treatment with (Nams of Product) kills 
fleas and may reduce the incidence of Rea allergic dermatitis }FAD} or Rea bite hypersens/tlvfty". 

10. Delete the claim "Controls highly [irritating} [annoying} [Rea} [insect} biteS'. 

11. Revise the claim" Controls existing ness and nea eggs plus [and/ [prevents} future Rea Infestations {in 
the home! to read "Controls existing fleas and flea eggs ptus {and/ [prevents} future Rea lnfestatioM'. 

12. Revise the claim "Use nea [preventlon}fprotectlon} year~ round' to read "(Name of Product) may be 
used year-round for Rea [preventlon}[protectionf 

13. Revise the claim "Monthly use of (Name of Product) kills fleas to prevent ([flea allergy dennatitfsj[Rea 
bite hypersensitivity]}' to read "Monthly use of (Name of Product) kills fleas and may prevent ({flea allergy 
dermatitisj{Oea bite hypersensitivity})'. 

14. Revise the daim ~Controls existing flea Infestations and prevents further infestations In your home' to 
read "Controls ex/sUng Rea infestations on your cat and prevents further Infestations." 

15. Delete the claim "Prevents fleas on treated cats from infesting (reinfesting) your homt!'. This product 
is for control/prevention of fleas on cats and must not be confused as a product intended to treat or 
prevent home flea Infestations. 

16. Revise the daim "Remains effective after bathing and/or swlmmind' to read "Remains effective after 
bathing'. 

17. Revise the daim "Remains effective following swimmlng and/or shampoofn{/' to read "Remains 
effective following shampoolnfl. 

To avoid any confusion in the future, I would like to remind you that you are not allowed to put unapproved 
daims on your company's website. All claims must be reviewed and accepted by the Agency. In addition, 
claims must be supported by data that have been reviewed and accepted by the Agency. I strongly 
recommend that if you or anyone else with Bayer is in anyway confused by these statements, to please 
give me, Venus Eagle (Product Manager 1) or Meredith Laws (IRB Branch Chief) a call to discuss. 

When you are finished revising the labels for all three products, please email me both clean and 
highlighted copies. I will reply with electronic copies of the registration notices and stamped labels. In 
addition, I will mail you paper copies of the CRP and companion animal {for kittens) reviews. 

If you have any questions, please give me a call or shoot me an email. 

Enjoy the remainder of your Wednesday. 

Sincerely, 
Bo 

Kable Bo Davis, MS 
Entomologist 
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• 
U.S. Environmental Protection Agency 
lnsectlclde~Rodenticide Branch 
Registration Division (7505P) 
1200 Pennsylvania Ave. NW 
Washington, DC 20460 

Tel: 703 306-0415 
Fax: 703 305-6596 
Email: davls.kable@epa.gov 

• 
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• • Advantage IT (nee Advantage Plus)- Storage Stability Report Submission 
Doug Spilker 
to: 

Kable Davis 
05/12120 I 0 I 0:44 AM ) 

w Details 

History: This message has been replied to and fonvarded. 

Page I of I 

For your information. I sent to both of you since these data support both the current products as well as the 
pending products (i.e. all same formulation) 

Best regards, 
Doug 

Doug Spilker 
Manager~ EPA Reg. Affairs 
BAYER HEALTHCARE LLC 
ANIMAL HEALTH 
Office: +1 913-268-2751 
Mobile: +1 816~506-3102 
Fax: +1 913-268-2135 
Email: doug.spilker.b@bayer.com 

Address: 
P.O. Box390 
Shawnee Mission, KS 6620t..0390 
Country: USA 

Bayer Animal Health "Protecting.Curing.Caring ... Together" 

Tho info/TfUI/Jon contained In lhla rNnOI1 is for tho exclu~ use of the inlilnded reciplont(s) end may ba conffdonlla!, propn'ot:uy, andlor/ogally 
privileged. tnedv&rlenl dircloauro of this messogo does not constitute a waivorof any ptivikJgo_ If you rocoive this m&ssau- in error, piHse do not 
diror;JJy or indirectly uso, print, copy, forward. or disclose any part of/his meuago. Please a/SO dD/oto this &-mail ontJ sH ccplos and notify tho ;rmdor. 
Thank you. 

For o/tomat& IM!JU6ffil$ pk1aso go to htiDilbaverdisc/aifOW: fmytf'Wltb cnm 
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• Advantage IGR 5 (11556-RLN)- Follow-up on feeding discussion 
Doug Spilker 
to: 

04/21/2010 11:40 A 

;;Ka~bl;-:e-;D:::a-v"isc-, J'"e"'nru='fe'=r:-;S~c~ofield 
Show Details 

Dear Dr. Backus, 

• Page I of I 

Reference is made to the telephone conversation on April9, 2010 between the Agency (B. Backus) and 
Bayer Animal Health (D. A. Spilker and J. Schofield) regarding the incidence and timing of the offering 
of moist food during the kitten study- "Evaluation of the Genera1 Safety ofM881 (Bayer Report 33714; 
:MRID 4 7924801 ). 1' Please find attached a document that is in response to this request for additional 
information, prepared by our Dr. Schofield. 

The addendum to the aforementioned report, which includes the individual feeding data we previously 
sent you electronically, will be coming through normal channels (data processing desk) for entering into 
the Agency's archives. 

If you need anything further, please call. 

best regards, 
Doug 

Doug Spilker 
Manager- EPA Reg. Affairs 
BAYER HEAL THCARE LLC 
ANIMAL HEALTH 
Office: +1 913-268-2751 
Mobile: +1 816-506-3102 
Fax: +1 913-268-2135 
Email: doug.spilker.b@bayer.com 

Address: 
P.O. Box390 
Shawnee Mission, KS 66201-0390 
Country: USA 

Bayer Animal Health "Protecting.Curing.Caring ... Together'' 

Tho information COlli Dined In this o-mail ts for the exclus/Vtt usc of tho Intended rnclplent(s} end may be conficWntia/, proprie/IJry, unator /ogal/y 
pt1v!klgad. tnedwrlont disclo:uro of/his message dou no/ constitute a walvorofo.ny privi/ogc. If you receivo this mocssgo in error, pJsaso do not 
dlrccl/y or indiroctty use, pnnt, copy, fmwarr:l, ordiScfOH any part of tills mouago. Plaau also dol of a this IHT!B/7 and allcopiiiS and fi(J//fy lhs sender. 
Thank you. 

For altomatalanguages please go to http:;'·"~"'~ay"'~"'~is~c!a~tm~'':'~bs':"':':IW<:::'b':"'~m'.'_ __ . ________ _ 
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• • 
Re: Individual daily food consumption data (Bayer Report 33714; MRID 47924801) 
Doug Spilker 

By~ 
04t09tzo1oos:zoPM , re..su~""'-'-::,o,~"""" 

c: 
Deborah McCall, Jennifer Schofield, Venus Eagle, Kable Davis 
Show Derails 

Dear Dr. Backus, 

Page 1 of2 

Reference is made to your message below, and our follow~up telephone discussion (D. Spilker & J. Schofield wfth 
B. Backus) this afternoon regarding the subject Advantage IGR!kitten study currently under review. 

Attached as you requested, please find: 1) the Excel spreadsheet with food consumption data and 2) a PDF file of 
the spreadsheet. Both documents include a legend which explains the color format: pink indicates food 
consumption of less than or equal to 25 grams and yellow indicates moist food offered with dry food ration (the 
total "amount consumed" reflects dry and moist food rations for these cells}. The only exception to this fonnatting 
is for animai5M3:08KPK1 on day 15 (food consumption 20 grams and moist food offered -food consumption 
formatting took priority over that included for moist food condition). This information is for your immediate use, 
and we understand that it should be properly formatted and sent through normal channels as soon as possible. 

We have been in contact with the study director at Sinclair Labs regarding the other topics we discussed with you. 
We will keep you updated on findings. 
Please let us know If I can be of further assistance. 

Best regards, 
Doug 

Doug Spilker 
Manager • EPA Reg. Affairs 
BAYER HEAL THCARE LLC 
ANIMAL HEALTH 
Office: +1 913-268-2751 
Mobile: +1 816-506-3102 
Fax: +1 913-268~2135 
Email: doug.spllker.b@bayer.com 

Address: 
P.O. Box 390 
Shawnee Mission, KS 66201-Q390 
Country: USA 

Bayer Animal Health "Protecting.Curing.Caring ... Together" 

Bltkus.Byron@eparnalf.epa.gov 

!M/0912010 10;{)7 AM 

To Doug Splfkor <doug.api!kor.b@bayor.com> 

cc McCaii.Deboreh@;epamall.epa.Qov 

Subject lndMdual dailY food conaumpt!on data 
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- -----------

• • 
In order to complete the review on 11556-RLN we need to evaluate the 
individual daily food consumption data (days -7 through 28) for the 
kittens in Bayer Animal Health Study 152,141 (the EPA MRID no. is 
47924801). As reported (p. 182-184) food consumption is expressed as a 
weekly average for each individual animal. You can send a pdf file. If 
you have any questions, please give me a call at 703-305~5704. Thanks -
Byron T. Backus 

Page 2 of2 

The information contained in this tt-mail/s for tile oxctusivo use of/he intonded rcOip/en/{s) and may be oonf!demlial, proprietary, am:Vor llt(Jal/y 
prNU11gad. lnsdvcrtont disclosure of /hts mouaga does nat cans/itute a w&iverof any privi/Dga- If you reoaiwt this menage In error. pl6aSD rio no! 
dirocl/yor indirrY:IIyusa, pffnl, copy, forward, or disc/ow any part of !his trnJssag&. Plaa;e elso delete this e-mail and all coplas and nolify /ho sender. 
Thank you. 
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• Additional CRP Data on CDs - Advantage Plus for Dogs 
Doug Spilker 
to: 

oss 
01/2010 04:55 

Cc: 
Autwnn Metzger, Kable Davis 
Show Details 

Dear Ms. Gross, 

• Page 1 of 1 

As you requested, the additional copies of the CRP data for the dog studies are on their way. The Fedex tracking 
number is  w Sent "Priority over night" Attached is a copy of the cover letter for your Information. 
best regards, 
Doug 

Douglas A Spilker, Ph.D. 
Manager - EPA Reg. Affairs 
BAYER HEALTHCARE LLC 
ANIMAL HEALTH 
Office: +1 913-268-2751 
Mobile: +1 816-506-3102 
Fax: +1 9f3-268-2135 
Email: doug.spJiker.b@bayer.com 

Address: 
P.O. Box390 
Shawnee Mission, KS 66201-0390 
Country: USA 

Bayer Animal Health "Protectlng.Curing.Caring ... Together" 

The infommtklll conta/Jied in this e-mB/i is for the exclusive u.w of the intended reciphmt(t~) 11nd nuty bfl conffdentiltl, proptietsry, andlot /ug1//y 
prfvlltlged. lnadWJrtentditclollJre of this menage does not constitute e wsiver of 11ny prfvil(lfltt. If you roceive this meusge tn INTO!, p/ttiU do not 
dlroctJy orJndiroct/y uu, pMt, copy, forward, ordi!C/o$#1 •ny part of/hts menage. Ploa:o alto do/eto thiuHna/i and elioople: and notlfythrnender. 
Thank you. 

For a/lema/a tanguagos p/9a:e go to l!/tpi/bawmti!;c/afmarbaye/W!]!l com 
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• • Page I of I 

Advantage IGR products for Cats (EPA File Symbols 11556-RLN, -RLR, -RLE)- Additional CRP Info 
Doug Spilker 
to: 

Autmnn Metzger. Kable Davis, Harish Chopade 
Show Details 

Dear Ms. Gross, 
Reference Is made to our telephone discussion yesterday, January 13, 2010, regarding the Child Resistant 
Packaging (CRP) testing as it relates to the subject products on cats. In the aforementioned discussion, with our 
Or. Chopade and me, you requested the submission of some additional clarifying information regarding the CRP 
testing with children and senior adults that we submitted on December 3, 2009 to revise the packaging and 
respective use directions for these products. 

Please find attached a chart, as you requested, that cross references the study numbers, MRID numbers and 
EPA registration numbers, with additional information Including: 

a} further detail, in addition to what is in the reports, as to what constituted a failure in both the child and adult 
tests, and 
b) further clarification as to the exact number of cards (blister packs) given in each of the trials. 

We understand that the information presented in this form is adequate for your use, and will become a part of the 
official file for review. If you need anything further, please do not hesitate to call. 

Best regards, 
Doug 

Doug Spilker 
Manager- EPA Reg. Affairs 
BAYER HEAL THCARE LLC 
ANIMAL HEALTH 
Office: +t 913-268-2751 
Mobile: +1 816-506-3102 
Fax: +1 913-268-2135 
Email: doug.spilker.b@bayer.com 

Address: 
P.O. Box 390 
Shawnee Mission, KS 66201-0390 
Country: USA 

Bayer Animal Health "Protecting.Curlng.Caring ... Togelher'' 

Tho infonnatlon con/aln«Jin this e-mail is for tho oxcluslve use of the intended rocipienl(s) and mey be confiden/io~ prcpritJ/ery, anclibr legally 
prfvilegad. lnat/V0110n/ disclosure of this mossago does norcons/itut(l a welvorof ony privilege. If you roc:Give this mossagoln orror, P/oaso rJo not 
dlroc/ly orlndlruc;l/y use, Print, copy, forward, or dim;tose any part of /his messego. P/e;WJ also dttlelo this e-msi/snd all copies and notify the sonder. 
Thunkyou. 

Fora/temato langU<Ig!:S p/uiJSit go /o bffD'/Ibeymrtip,c!l!jmor.bllvarwfb com 

file://C:\Docmnents and Settings\kdavisS\Local Settings\ T emp\notesFCBCEEI-web 1819.h... 6/24/2010 84



' 

~-~~~-~----------------

• • 
UNITED STATES ENVIRONMENTAL PROTECTION AGENCY 

WASHINGTON, D.C. 20460 

April IS, 2010 

MEMORANDUM 

OFFICE OF CHEMICAL SAFETY 
AND POLLUTION PREVENTlON 

Subject: Name of Pesticide Product: ADVANTAGE IGR 5 
EPA Reg. No. /File Symbol: 11556-RLN 
DP Barcode: DP 372322 
Decision No.: 424201 
Action Code: R31 0 
PC Codes: 129099 (lmidacloprid: 9.1 %) 

129032 (Pyriproxyfen: 0.46%) 

From: 

To: 

Registrant: 

Byron T. Backus, Ph.D., Toxicologist 
Technical Review Branch 
Registration Division (7505P) 

Kable Davis/Venus Eagle, RM 01 
Insecticide-Rodenticide Branch 
Registration Division (7505P) 

BAYER HEALTHCARE LLC 

FORMULATION FROM LABEL: 

Active lngredient(s): 
129099 lmidncloprid 
129032 Pyriprqxyfen 
Other Ingredientfs): 

o "~a----~ ·, 1,.c>t0 
o"t- \')-

~' _;:-----

Bywt. 
9.10% 
0.46% 

90.44% 
TOTAL 100.00'% 

ACTION REQUESTED: The Risk Manager requests: 

•• ... Please review the attached companion animal data for a new spot-on for cats and kittens. 
The cover letter details the regulatory history of this product. In addition to the cover letter, I 
aJso included copies of the proposed label, proposed csf and previous companion animal and 
protocol reviews ... " 
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BACKGROUND: 

The material received includes a companion animal safety study (in MRJD 4 792480 l) titled: 
"Evaluation of the General Safety oflmidacloprid + Pyriproxyfen Spot-On in 8-Week-Old 
Kittens"), a CSF, a proposed label for this product (Advantagee IGR 5), and a cover letter from 
the registrant dated November 30, 2009. The proposed product would be packaged in single-use 
tubes which would provide an application of0.23 mL. 

COMMENTS AND RECOMMENDATIONS: 

1. The registrant is citing a previously reviewed cat companion animal safety study in MRID 
45097001 to support this product's use on adult cats. A comparison of the CSF (dated 
November 20, 2009) for 11556-RLN with the analysis of the test material used in the study in 
MRID 45097001 (available from Documentum as MRID 4500700J.CA.tif) indicates they are 
toxicologicaJJy similar. The study involved a SX dose level of2.0 mL (IX = 0.4 mL) for cats 
weighing less than 9lbs and a 5X dose level of4.0 mL (IX= 0.8 mL) for cats weighing >9lbs. 
The test material (containing 9.1% Imidacloprid and 0.9% Pyriproxyfen) was applied on study 
days 0, 7, 14 and 21. On Day -I the mean weight of the Group A (test material) females was 
6.00 (S.D.= 0.56) lb, with a range from 5.23 to 6.92 Ibs; the mean weight of the Group A males 
was 9.34 (S.D.- 1.16) lb, with a range from 8.27 to 10.91bs. All of the females weighed less 
than 9 lbs, and each was treated with 2.0 mL (mean ammmt: 0.3333 mLilb) Two males weighed 
more than 9 lb, and were treated with 4.0 mL; the remaining 4 weighed less than 9lbs and were 
each treated with 2.0 mL. The mean dosage for males on a body weight basis was 0.278 mUlb. 
The mean I X treatment for females was (0.3333 mUlb)/5 = 0.06666 mUib and for males was 
(0.278 mUib)IS = 0.0556 mUlb. A dosage of 0.23 mL would be supported for adult female cats 
=::: 3.45 lbs and for adult male cats~ 4.13 lbs, and labeling (for adult cats) should be revised 
accordingly. 

2. The name "Advantage" is being used by Bayer for both dog and cat products. One of the 
recommendations made as a result of the recent Agency adverse incident data analysis for pet 
spot-ons is the requirement for different brand names for dog and cat products. 

3. The study (on &-week-old kittens) in MRID 47924801 was reviewed in TRB, and was then 
secondarily reviewed in HED. This study has been classified as acceptable and can be used to 
support the proposed use of Advantage• IGR 5 in 8-week-old and older kittens, with an 
application rate of0.23 mL and retreatment no more frequently than at 14 days. 

4. The study in MRID 4792480I was conducted on test material consistent with that in the basic 
formulation CSF (dated November 20, 201 0) for this product. The material received by this 
reviewer did not include any alternate fonnulation CSFs. 

5. The following is the executive summary from the DER for MRID 47924801: 

In a companion animal safety study (MRID 4792480I), 5 groups, each containing 6 males and 6 
females, of domestic shorthair kittens (54-57 days old on Day 0; Day -l body weights: males: 
0.69l~l.Ol2kg; females: 0.555-0.935 kg; source: Liberty Research, Inc., Waverly, NY), were 
topically treated (on Day 0) with (Group l): mineral oil at a total dose of 1.15 mL; (Group 2): 3X 
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vehicle substance at a total dose of0.63 mL; (Group 3): SX vehicle substance at a total dose of 
1.05 mL; (Group 4): 3X test substance at a total dose of 0.69 mL; and (Group 5): 5X dose test 
substance at a total dose of 1.15 mL. For each group, the total dose was split into three sub~ 
applications which were administered at approximately 60-minute intervals. The application site 
was the skin on the dorsal midline from the base of the skull to the interscapular region. The 
dosing was repeated on Day 14. 

The groups and test materials they received (with amounts applied) are shovm in the table below: 

Group Tul Material Applied Volume or each appliulion CumulaUve a111ount applied on 
Dav o· aJ•o oo o.-y 14 

I 
Mineral oil !"' app ""0.35 mL; lod & 31<! .. 0.4mL 1.15 mL 

2 Vehicle of proposed formulation 3 applications@ 0.21 mL 0.63 mL 
(no active ingredients) al 3X 

3 Vehicle of proposed fonnu!ation 
(no active inp;redienls) Ill 5X 

3 applications@ 0.35 mL !.05mL 

4 Proposed formulation 
(with active inuedicnts} at 3X 

3 applications@ 0.23 mL 0.69mL 

s Propo5ed formulation 
(wilh active inan:dienfs) at 5x 

!" app .. 0.35 mL; 2" & 3 .. 0.4 mL 1.15 mL 

The animals were observed twice daily (morning and afternoon) except on days of treatment and 
on the first day following each dosage. On treatment daya (0 and 14) kittens were observed pre· 
treatment, and at l, 2. 3 and 4 hours(± 15 minutes) following completion of the third and final 
sub-application. On days 1 and 1 S. kittens were observed at approximately 8:00 am, II :00 am, 
and 3:00pm(± 30 minutes). Body weights were determined on days ~7, -3, -1, l, 15 and 28. 
Physical examinations were conducted by a veterinarian on days· 7. -3, 1. 15 and 28. 

Blood for hematology and clinical chemistry was collected from all the kittens on study days -7, 
1 (approximately 21 hours post-treatment), 15 (approximately 24 hours post-treatment), and at 
tennination on day 28. To avoid overstressing the kittens. only 1 to 3 mL of blood was collected 
at each time. consequently, coagulation times were not determined. 

All animals survived to the end of the study. 

All kittens showed hair coat effects at l-4 hours post-dose, mosdy on days 0 and 14, but in some 
cases these effects were noted on subsequent days, primarily in Group 1 (all 12 kittens on day 
15, and in S on day 16), with a few occurrences in Group 2 (two kittens on day 15 and one on 
day 16), Group 3 (two kittens on day 15 and one on day 16) and one in Group 5 (day 15 only). 
One Group 3 female had hair coat effects on day 21. 

One Group 5 male (08KPK1) was lethargic on day 15 (the day following the second dosage). 
This was the only reported occurrence oflethargy in the study; also it was the only kitten in this 
group with coat effects on day 15; this animal had shown diarrhea on day 14 pre--dose and on day 
15. The overall mean food conswnption of this animal (49.4 glday) from week l to 4 was lower 
than values of the other males (range: 52.9 to 69.0 glday) in this group, and was particularly low 
(36.6 g/day) during week 2 (presumably from day 7 through 13, a period that did not include an 
application of the test material). According to the report summary this kitten demonstrated 
intennittent anorexia (days 11 and 15) resulting in mild weight loss and transient dehydration 
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and lethargy, with immediate improvements in food consumption and general condition noted 
following supplementation of the diet with moist food. 

All kittens gained weight from Day -I to Day 28. Mean hody weight gains of Group 5 (5X test 
material) males and females were noticeably lower than those of the other groups in the period 
from Day -1 to Day 20 (which included applications on Days 0 and 14). Group 5 males had a 
weight gain that was 87% of that for Group 1 males, and Group 5 females had a value that was 
92.6% that of Group I females. Group 4 (3X test material) males and females had values 
slightly greater than those of their Group I counterparts. 

It is concluded that the margin of safety in kittens administered topical application of the 
product formulation is at least 3X. Possible effects observed at 5X Included lethargy in one 
male kitten following the second set of applications, and decreased body weight gains In 
both males and females in tbe period from day ~1 to day 20. As noted in the current 
870.7200 Guidelines: "Consideration wUl be given to products with less than a 5X margin 
of safety, depending on the severity of clinical signs of toxicily (e.g. transient, non-life-
threatening signs)." 

This companion animal safety study in male and female domestic shorthair kittens is 
Acceptable/Guideline and does satisfy the guideline requirement for a companion animal safety 
study (OPPTS 870.7200) in 54-57 day (8 week) kittens. 
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EPA Primary Reviewer: Byron T. Bockus, Ph.D. 
Technical Review Branell, Registration Division (7505PY) 

EPA Secondary Reviewer: Ayaad Assaad, D.V.M., Ph.D. 
Toxicology and Epidemiology Branch, HED (7S09PY) 

I DATA EVALUATION RECORD 

• 

STUDY TYPE: Companion animal safety study· kittens - OPPTS 870.7200 

PC CODES: 129099- Jmidacloprid, 129032- Pyriproxyfen, DP BARCODE: 372322 

TEST MATERIAL (PURITYJ: M880 Insecticide (Bayer lmidacloprid!Pyriproxyfen/Dog!Cat 
SpotOn), Formula No. BB-06-139; Lot No. BB-06·!39-MSS0-06-05-60; described as aclear 
amber liquid with a specific gravity of 1.095 glmL (seep: 18 ofMRID 47924801) containing 
9.1% Imida.cloprid and 0.46% Pyriproxyfen. 

TRADE NAME: Advantage® IGR 5 

CITATION: Madsen, T. (2009) Evaluation of the General Safety ofM880. Bayer Animal 
Health Study No.: 152.141; In-Life Testing Facility Study No. 807648; Bayer Animal Health 
Report No.: 33714. Sinclair Research Center, Inc., 562 State Road DD,Auxvasse, MO 65231,9 
October2009. MRID47924801. Unpublished.l93 p. 

SPONSOR: Bayer HealthCare LLC I Animal Health Division 

EXECUTIVE SUMMARY: In a companion animal safety study (MRID 47924801), 5 groups, 
each containing 6 males and 6 females, of domestic shorthair kittens (54-57 days old on Day 0; 
Day -1 body weights: males: 0.691-1.012 kg; females: 0.555-0.935 kg; source: Liberty Research, 
Inc., Waverly, NY), were topicnJly treated (on Day 0) with (Group 1): mineral oil at a total dose 
of 1.15 mL; (Group 2): 3X vehicle substance at a total dose of0.63 mL; (Group 3): SX vehicle 
substance at a tota1 dose of 1.05 mL; (Group 4): 3X test substance at a total dose of0.69 mL; and 
(Group 5): SX dose test substance at a total dose of 1.15 mL. For each group, the total dose was 
split into three sub-applications which were administered at approximately 60-minute intervals. 
The application site was the skin on the dorsal midline from the base of the skull to the 
interscapular region. The dosing was repeated on Day 14. 

PageS of 16 

89



• • 
The groups and test materials they received (with amounts applied) are shown in the table below: 

Group 

I 

2 

3 

' 
' 

T" 

Mineral oil 
Vehicle of proposed formulalion 

(no a etive in ients at3X 
Vehicle of proposed formulalion 

live in edie11ts aJ. 5X (no ac 
p 

lwhh 
ro~d formulation 
«live in rcdicnts at 3X ,, oposed fonnula!lon 
!!dive in edients at Sx {with 

Volume of each appllcaJ.Ion 

101 .., 0,35 mL: 2"" &. 3n1 .. 0.4 mL 
3applications@0.21 mL 

3 applications@ 0.35 mL 

3 applications@ 0.23 mL 

l"app"'0.35mL;2 &.3 .. 0.4mL 

Cumulative amount applkd on 
Da 0· also on Da 14 

1.15 mL 
0.63 mL 

1.05 mL 

0.69 mL 

1.15 mL 

The animals wer e observed twice daily (morning and afternoon) except on days of treatment and 
allowing each dosage. On treatment days (0 and 14) kittens were observed pre-
1, 2, 3 and 4 hours(± 15 minutes) following completion of the third and fmal 
On days 1 and 15, kittens were observed at approximately 8:00 run, 11:00 am, 

on the first day fi 
treatment, and at 
sub-application. 
and 3:00pm(± 30 minutes). Body weights were determined on days -7, -3, -1, 1, 15 and 28. 

ations were conducted by a veterinarian on days -7, -3, 1, 15 and 28. Physical examin 

Blood for hemal ology and clinical chemistry was collected from all the kittens on study days -7, 
y 21 hours posHreatment), 15 (approximately 24 hours post8 treatment), and at 

day 28. To avoid overstressing the kittens, on1y 1 to 3 mL of blood was collected 
nsequently, coagulation times were not determined. 

1 (approximate! 
tennination on 
at each time, co 

All animals sutV ived to the end of the study. 

All kittens show ed hair coat effects at 1-4 hours post-dose, mostly on days 0 and 14, but in some 
ts were noted on subsequent days, primnrily in Group I (all12 kittens on day 

day 16), with a few occurrences in Group 2 (two kittens on day 15 and one on 
cases these effec 
15, and in 5 on 
day 16), Group 3 (two kittens on day 15 and one on day 16) and one in Group 5 (day 15 only). 

male had hair coat effects on day 21. One Group 3 fe 

OneGroup5m ale (OBKPKI) was lethargic on day 15 (the day following the second dosage). 
This was the onl y reported occurrence of lethargy in the study; also it was the only kitten in this 

effects on day 15; this animal had shown diarrhea on day 14 pre-dose and on day 
mean food consumption of this animal (49.4 g!day) from week 1 to 4 was lower 
e other males (range: 52.9 to 69.0 glday) in this group, and was particularly low 
ng week 2 (presumably from day 7 through 13, a period that did not include an 

group with coat 
15. The overall 
than values ofth 
(36.6 g!day) duri 
application of lh e test material). According to the report swrunary this kitten demonstrated 
intermittent anor exia (days I 1 and 15) resulting in mild weight loss and transient dehydration 
and lethargy, wit h immediate improvements in food consumption and general condition noted 

mentation of the diet with moist food. following supple 

All kittens gaine d weight from Day 8 1 to Day 28. Mean body weight gains of Group 5 (5X test 
and females were noticeably lower than !hose of the other groups in the period 

ay 20 (which included applications on Days 0 and 14). Group 5 males had a 
material) males 
from Day ·1 to D 
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• • 
weight gain that was 87% of that for Group 1 males, and Group 5 females had a value that was 
92.6% that of Group I females. Group 4 (3X test material) males and females had values 
slightly greater than those of their Group I counterparts. 

It is concluded that the margin of safety in kittens administered topical application of the 
product formulation is at least 3X. Possible effects observed at SX Included lethargy in one 
male kitten following the second set of applications, and decreased body weight gains in 
both males and females in the period from day .. } to day 20. As noted in the current 
870.7200 Guidelines: "Consideration will be given to products with less than a SX margin 
of safety, depending on the severity of clinical signs of toxicity (e.g. transient, non-life
threatening signs)," 

This companion animal safety study in male and female domestic shorthair kittens is 
Acceptable/Guideline and does satisfy the guideline requirement for a companion animal safety 
study (OPPTS 870.7200) in 54-57 day (8 week) kittens. 

COMPLIANCE: Signed and dated GLP Compliance, Quality Assurance and [No] Data 
Confidentiality statements were provided. 

I. MATERIALS AND METHODS 

A. MATERIALS: 

1. Test materials: 

la. Cont1·ollreference substance (Group 1) 
D~trlptlon: 

Lot no.: 

Purity: 

Storage: 

Compound Stability: 

CASH: 

Mineral ol!, light. from Fisher Chemical, a clear colorless viscous liquid 

084662 

~controlled room tempernture" 

8042-47-5 

lb. Vehicle Control; M880 Insecticide Placebo (Group 1 at 3X; Group 3 at 5X)) 
De1crlpllon: 

Lot no.: 

Purity: 

Stou&e: 

Compound Stlblllty: 

CAS#: 

Clear amber liquid 

08·05-30 

LOD (<0.0!8%} Pyriproxyfen; LOD (<0.01%) lmidacloprid 

"Controlled room ltmpefolure" 

Not reported 
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lc. M880 Insectieide (Bayer lmidacloprid/Pyriproxyfen/DogfCat Spot On) 

Dfscriptlon: 

LMno.: 

Purity: 

Stonge: 

Compound Stablllty: 

CAS#: 

CieiU' amber liquid 

011902-09 

0.46% w/w Pyriproxifen; 9.1% lmidaeloprid 

AI room tcmpeTIUUre 

Expiration date: January 19, 2011 

95737-68·1 (Pyriproxyfen); l3826i··H·3 (lmidncloprid) 

2. Vehicle control: See control substance described in ld above 

3. Test animals: 
Speeiu: 

Strain: 

Agllweiaht 

SOII.rte: 

Hou!lug: 

Diet: 

Water: 

Envlronmenttl conditions: 
Tempe:ratu": 
Humidity: 
Air changes: 
Photoperiod: 

Acclimation period: 

B. STUDY DESIGN: 

Cru 

Domestic shorthair 

Day 0: 54-57 days old; mllies: 0.691-1.012 kg: females: 0.555-0.935 kg 

Uberty Research, Inc., Waverly, NY 

Individually housed in 3 1\ x 3 It stainless Sled pens 

Purina• Kitten Chow or equivalent. I~ g/kJttenlday; animals lhal exhibited 
inappellllct ~- conJumplion ~ 2S glkittcn/d,y) were offered 20 to 75 g or moist 
food (Purina Friskics, Mariner's Catch) per day, 
Well watef, soull:cd from an on-sile deep well, ad libitum 

67·87° p 
:'S 15-86% 
"'appropriate houtly ait excl1auges." 
12 hours light/12 hOUTll dark 
One week 

1. Iu life dates: Start: February 2, 2009; End: March 9, 2009. Day 0 for Replicate A was 
February 2 and for Replicate B was February 9. 

2. Animal assignment: Sixty kittens were assigned to the study. Because of difficulty in 
obtaining kittens within the narrow age range, the study was conducted in two replicates, 
with 3/sexlgroup in each replicate. Unique randomization tables were generated for each 
replicate. On day -1 of each replicate, kittens meeting the inclusion criteria were separated 
by gender and ranked by day -1 body weights in descending order. A pre-generated table 
was then used to assign ranked kittens to one of the five treatment groups. The table 
consisted of pre-generated random numbers in sets ofS. by which the five heaviest kittens of 
one sex: were each assigned to one of the five treatment groups, with the smallest number 
assigned to Group I, the nex:t smallest to Group 4, the nex:t to Group 5, then to Group 3 and 
finally Group 2. This allocation process was continued for the remaining 5 sets of kittens. A 
Jtttennate review was then conducted to ensure that the two SX treatment groups (Groups 3 
and 5) did not contain more than one male and one fema1e from the same litter. 
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3. Dose selection rationale: According to a cover letter dated November 30, 2009 from the 
registrant the proposed product Advantage IGR 5 is "especially designed for small cats and 
kittens in a smaller single-use tube (0.23 mL)." This is consistent with the cumulative 3X 
dosage of0.69 mL indicated above, as well as the cumulative SXdosage of 1.15 mL. 

4. Application: The test and control substances were topically applied using a calibrated 
pipette, with each dose split into 3 sub-applications at approximately 60-minute intervals. 
Application was directly to the skin on the dorsal midline from the base of the skull to the 
interscapular (between the shoulder blades) region. 

5. Statistics: From p. 21 ofMRID 47924801: " ... The experimental unit was defined as the 
individual animal. Descriptive statistics (mean and standard deviation) were analyzed for all 
variables for all treatment groups ... Statistical analyses were performed to further evaluate 
body weight, food consumption, and liver values (ALT, AST, ALP and GGT} for a potential 
treatment effect (using an alpha of 0.05). A repeated measures analysis of covariance 
including the classification tenns 'treatment,' 'time,' and 'sex'; the two-way interactions 
'treatment by time,• 'sex by time,• and 'treatment by sex'; the three-way interaction 
'treatment by time 

C. METHODS: 

1. Observations: 

a. Observations: The animals were observed twice daily (morning and afternoon) except 
on days of treatment and on the first day following each dosage. On treatment days (0 
and 14) kittens were observed pretreatment, and at I, 2, 3 and 4 hours(± 15 minutes) 
following completion of the third and final sul>-application. On days l and 15, kittens 
were observed at approximately 8:00 Ml, 11:00 am, and 3:00pm(± 30 minutes). 

b. Veterinary examinatiuns: Physical examinations were conducted by a veterinarian on 
days -7-3, +1, +15 and +28. The examinations included but were not limited to heart 
rate, auscultation of the heart and lungs, mucous membranes, eyes, ears and genital 
organs. 

2. Body weight: Animals were weighed on Days -7, -3, ~1, +6, +13, +20 and +28. 
Paac9of16 
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3. Food consumption: Food consumption was "assessed'' once daily between days~ 7 through 

tennination (day 28). In addition to dry food (150 g offered/day), any kitten that exhibited 
inappetance and/or abnormal feces (loose stools or diarrhea) was offered moist food. The 
amounts of moist food offered and consumed were recorded in the raw data. 

4. Hemgtology and clinh,;al chemistry: Blood was collected for hematology and clinical 
chemistry assessments on unfasted kittens on the following days:~ 7, +1 (approximately 21 
hours post-treatment), 15 (approximately 24 hours post-treatment), 19 (Group 5 kitten 
08KPK l only) and at tennination on day 28. To avoid putting additional stress on the 
kittens, only 1 to 3 mL of blood/kitten was collected at each time, consequently, coagulation 
times were not detennined. All whole blood and serum specimens were shipped with frozen 
ice packs. Hematology and chemistry analyses were conducted by Antech Diagnostics, 
Morrisville. NC 27560. The CHECKED (X) parameters were examined: 

a. Hematology 

X Hematocrit (HCr)* X Leukocyte differential et~unt• 
X Hemoglobin (HGB)• X Mean corpuscular HGB (MCH)• 
X Leukocyte count (WBC)• X Mean corpuse. HGB eonc.(MCHC)'" 
X Erythrocyte count (RBC}* X Mean corpusc. volume (MCV)* 
X Platelet count• Reticulocyte count 

Blood cloning meuurements'" X Heinz bodies (HBD) 
(Thrornbopli!Siin time) 

(Fibrinogen) 
(Prothrombin time} 

• Recommended for compan1on animals safety eva1uatton based on OPPTS 870.7200 

b Clinical chemistrv . 
ELECTROLYTES OTHER 

X Calcium'" X Albumin• 

X Chloride• X Creatinine• 

Masnesium X Blood urea nitrogen• 

X Phosphoros • Toral Cholesterol 

X Potnssium• (K) X Globulin$• 

X Sodium• (NA) X Glucose• 
ENZYMES (more than 2 he atic en mes. e ., •) X Total bilirubin • 

X Alkaline phosphatase. {AP)• X Total protein• 

Chollncstenue (ChE) Triglycerides 

X Creatine phosphokinuc (CK) Albumin/Globulin ratio 
Lactic acid dehydrogenase (LDI t) X Dirr:ct bilifubln • 

X Alanine aminotnmsfel'll$e (ALT/also SGPT)• Indirect bilirubin 

X Aspartate aminotransferase (AST/also SG01)• BUN/Creatinine ratio 

X Gamma glutamyl transpeptWase (GGn TCOz Bic~~tbonate 
Amylase 

Sorbitol dehydrogenas-e 

• Recommended ror a compornon wnmal safety evaluation based on OPPTS 870.7200 
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5. Urinalysis: UrinaJysis was not conducted. 

6. Sacrifice and pathology: The study did not have a scheduled necropsy, and all kittens 
survived. 

II. RESULTS 

A. DOSES ADMINISTERED ON A BODYWEIGHT BASIS: The only kittens treated with 
the active ingredients were in Groups 4 (3X the proposed dosage treatment) and 5 (SX the 
proposed dosage treatment). The cumulative doses in these groups (0.69 mL at 3X, 1.15 mL 
at SX) on days 0 and 14 remained the same. As all kittens gained weight between day -I and 
13, the dosages of active ingredients on a body weight basis decreased. 

B. OBSERY ATIONS: 

I. Cosmetic effects: All kittens showed cosmetic hair coat effects (greasy, matted, and/or spike 
hair at dose site) at 1-4 hours post--dose on days 0 and 14, and in some cases these effects 
were noted on subsequent days, particularly in Group 1 (all12 kittens on day 15, and 5 on 
day 16), with a few occurrences in Group 2 (two kittens on day 15 and one on day 16), 
Group 3 (two kittens on day 15 and one on day 16), and one in Group 5 (day 15 only). One 
Group 3 female had hair coat effects on day 21, 

2. Clinical signs of toxicity: Loose stools and/ot' diarrhea occurred sporadically throughout the 
study in all groups. There seemed to be an increased incidence on days 14, IS and 16 
relative to days 12 and 13, but a closer examination of the data shows that days 5 and 6 also 
had reduced incidences. Since days 0 and 14 were Mondays, days SM6 and 12·13 were 
weekends, and possibly the kittens were not observed as closely on those days as at other 
times; refer to Table 3, below: 
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Table 3. Occurrences or loose stools and diarrhea by group and sex on days 0 through 21. 

Group 0 I ' 3 4 ' • 7 8 9 10 II 12 13 14 " 16 17 
&Sn 

IM IL 2L IL IL IL IL IL IL IL 
ld ld ld ld 

ID 20 20 10 
IF IL IL IL IL 

ld ld 
ID 10 10 ID 10 10 ID ID 20 

2M IL IL IL IL IL IL 
ld 

10 ID 10 ID 
lF IL IL 2L IL IL IL 

ld ld 
20 20 10 10 10 10 10 

3M IL IL IL IL IL IL IL IL 
ld 

10 10 ID 10 
3F IL IL IL IL 

ld 
10 10 10 ID 

4M 1L IL 2L IL 
ld ld 

ID 2D 
4F 2L IL 2L IL 2L 3L IL 2L 2L IL IL 

ID 10 ID 20 20 20 
SM IL IL IL ll. 

ld ld 
ID 10 10 10 20 10 ID 20 10 

SF IL IL 2L IL 2L IL IL IL 2L IL 3L 
ld ld ld 

10 10 20 10 10 10 10 10 10 10 20 
Tolal 4 7 9 12 12 2 4 14 9 14 14 13 3 2 IS 14 13 II 

. . - -Number""' number ofktnens w11h one or more occurrences on !hal day, L loose stools, d dtarrhea w11h 
oecurrence of loose stools for thai kitten on same day; D .. diarrhea without occurrence of loose stools. 

" 19 

ID 

10 

ID 

ID 

20 10 
s 2 

On study doy 15, kitten 08KPKI (a male in Group 5) was observed to be lethargic. This 
kitten also showed abnonnal feces (loose stools and/or dilliThea on days ll, 14 and 15) and 
had also shown intermittent anorexia (days II and 15) and a 3 g decrease in body weight 
(from 939 to 936 g) between doys 6 and 13. 

3. Mortality: All kittens survived to the end of the study. 
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B. BODY WEIGHT AND WEIGHT GAIN: Body weight data are presented in Table 3. All 

individual kittens gained weight from Day -1 to Day 28, although some individual kittens 
lost weight during some of the study intervals (Group l female 08QNM3lost 33 g between 
days 13 and 20; Group 4 male 08QNMI lost 45 g between days 13 and 20; Group 5 male 
08KPKIIost 3 g between days J3 and 20, and Group 5 female 08JNG3 lost 62 g between 
days 20 and 28). Mean body weight gains of Group 5 males and females were noticeably 
lower than those of the other groups in the period from Day -1 to Day 20 (which included 
applications on Days 0 and 14), and this was particularly pronounced in Group 5 females as 
their mean weight gains from Day -1 to 6 and from Day 13-20 (the test material was applied 
at SX on Days 0 and 14) were considerably lower than the means from other females of the 
other groups. 

C. FOOD CONSUMPTION: No treatment·related effects were reported or are evident from 
group or individual data (refer to Table S.3, pages 182-184 of MRID 47924801 ). From p. 19: 
"Food consumption was assessed once daily between days -7 through termination (day 28)." 
According to the text on p. 23: "Although slight decreases in food consumption were 
recorded for several animals in all trentment groups on the day of treatment and/or the initial 
2-3 days post-treatment, food consumption gradually increased, as expected for growing 
kittens, over the course of this study." 

From p. 19: "In addition to dry food, any kitten that exhibited inappetance and/or abnormal 
feces (i.e., loose or diaiThea) was offered moist food." The following is from p. 24: 
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According to the protocol (see page 40 ofMRID 47924801): "Kittens exhibiting inappetance 
may be offered moist food" with no mention of loose stool and! or diarrhea. It appears that 
the decision to provide moist food to kittens with diarrhea and/or loose stools may have been 
made about day 10. Seven kittens were given moist food on day 10, although 13 showed 
loose stool and/or diarrhea on that date. 

Since individual food consumption values (in glkitten/day) are reported in MRID 4792480 I 
on a weekly (rather than daily) basis, TRB requested and received individual daily food 
consumption data. 

From the individual food conswnption data, there is no indication that exposure to the test 
material (or the control reference or vehicle substance) on day 0 resulted in a decrease in 
food conswnption. One control reference (Group I) male kitten (08KPF3) is reported to 
have consumed 114 g on Day 0. One Group 5 female (08KPI6) consumed only 20 g on Day 
1, but this animal had conswned only an average of32 g!day from Day M7 to -1. On Day 14 
(second treatment) GroupS male consumed only 6 grams, and then only 20 grams on Day 
IS; this kitten was then offered (in addition to the usual ration) 75 g of moist food on Days 
16 and 17, and consumed 84 and 81 g of food on those days, respectively. 

D. CLINICAL PATHOLOGY ANALYSES: 

1. Hematology: No treatment-related changes were observed in any of the parameters. On 
Day 15 (refer top. 25 and p.p. 114-115 ofMRID 47924801), group 5 kitten 08KPKI had 
an increased percentage (82.5) of neutrophils, an increased percentage (3 7. n) of absolute 
neutrophils, with elevated percentages ofbasophils and absolute basophHs (2.2 and 1.2, 
respectively). This is suggestive of a response to a bacterial infection. 
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2. Clinical Chemistry: No treatment-related changes were observed in any of the 

parameters. On Day 15 (refer to p. 26 and p. 141-142 of MRID 4792480 I, group 5 male 
08KPKI had a high BUN (I 05 mgldL), nonnal creatinine, low sodium and low chloride, 
elevated potassium, elevated totaJ protein and slightly elevated glucose. From p. 26: 
"The observed hematology and serum chemistry changes were likely secondary to 
dehydration. Decreased sodiwn and chloride values may also be secondary to 
hyperproteinemia ... " An elevated BUN >60 mgldL with a nonnal creatinine level 
suggests a moderate-to-severe degree of acute renal failure. This kitten had loose stool 
and diarrhea on days II, 14 and IS. Blood was taken from this kitten on day 19 and 
hematology and clinicaJ chemistry parameters were measured (see p. 149); by day 19 the 
BUN (36 mg/dL), sodium, chloride and potassium levels were within normal reference 
ranges. 

III. DISCUSSION AND CONCLUSIONS 

A. INVESTIGATORS' CONCLUSIONS: The study author concluded that no treatment
related clinical signs or effects on the variables measured were observed in kittens 8 weeks of 
age and older and/or up to 5 pounds treated topically, biweekly for two consecutive 
treatments with 0, 3, or 5 times the label dose of the imidacloprid + pyriproxyfcn spot-on. 

B. REVIEWER COMMENTS: All animals survived to the end of the study. There were no 
indications of dose-related signs at the Jx dose level. Possible indications of systemic 
toxicity at the Sx dose level included the lethargy seen in male OSKPK I (while this kitten 
was reported to have had pre- and post-dose diarrhea on day 14, as well as diarrhea on day 
l S, and had clinical chemistry results from day 15 that suggested electrolyte loss and 
dehydration- consistent with the diarrhea- the possibility that treatment and/or expostu"C to 
the test material on day 14 exacerbated its condition cannot be discounted). In addition, 
mean body weight gains in Group 5 males and females in the period from day -1 to 20 were 
lower than the corresponding values from other groups, and this was particularly pronounced 
in Group 5 females for weeks the test material was applied (Days -1 to 6 and 13-20). 

It is concluded that the margin of safety in kittens administered topical application of 
M880 Insecticide (9.I% imidaeloprid and 0.46% pyriproxyfen) was at least 3X. 
According to the OPPTS 870.7200 Companion Animal Safety Test Guidelines the 
targeted adequate margin of safety is 5X, but consideration can be given to products 
with less than a SX margin of safety, depending on the severity of clinical signs of 
toxicity (e.g. transient, non-life threatening signs). In this case, the possible (but 
ambiguous) signs of toxicity observed at SX were limited to lethargy in one kitten 
following treatment on Day 14, and lower weight gains in the test group (particularly 
females, which showed redueed weight gains for the weeks in which they were treated 
with the test material). 

This study is acceptable and can he used to support the proposed use of M880 
Insecticide (9.1% imldacloprid and 0.46% pyriproxyfen) on kittens 8 weeks old and 
older at a dosage rate of0.23 mL/application, with retreatment no more often than once 
every I 4 days. 
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I. DP BARCODE: 372322 
2. PC CODES: 129099 (lmidacloprid); 129032 (Pyriproxyfen) 
3. CURRENT DATE: April IS, 2010 
4. TEST MATERIALS: Controls (Group 1): Mineral Oil; Vehicle Controls (Groups 2 & 3): 

Test material without active ingredients; M880 Insecticide (Groups 4 & 5): Bayer 
lmidncloprid/Pyriproxyfen Dog/Cat Spot On containing 9.1% Imidacloprid and 0.46% 
Pyriproxyfen. 

Study/Species/Lab MRID Results 
Tox. 

Studv #I Date Cat. 
Companion Animal Safety Sludy/Kittens 47924801 Five groups (each 6M & 6F) of8 N/A 

week old kittens were trealed on 
Sinclair Research, AUXVlUSe, MO 65231 Days 0 & t4. Group I was treated 

with a Iota! of !.IS mL mineral 
Bayer Animal Heallh SludyNo. 152.141/ oil~ Group2 with a Iota! of0.63 
Oclober 9, 2009. mL fonnulation vehicle; Group 3 

with 1.05 mL formula! ion vehicle; 
Group 4 wilh JX {oo0.69 mL) 
propoJed fonnulation; Group 5 
whh 5X (""LIS mL) proposed 
fonnu\alion. Possible (bul 
ambiguous) sigm of toxicity a15X 
were leJl!argy In one kitten 
following day 14 application, and 
reduced mean weigh! gahu;, 
particularly in females on weeks 
oftreaunent. - • • -Core Grade Key. A Acceptable, S Supplememary, U Unacceptable, W Wa1ved 
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CHILD-RESISTANT PACKAGING REVIEW 

Technical Review Branch 

IN 12/15/2009 OUT 2/17/2010 

RD, TRB, Reviewed by Rosalind L~ Gr~ff"~ 
EPA Reg~ No~ or File Symbol 11556-RLN, 11556-RLR, 11556-RLE 

DP Barcode D372321, 372324, 372323 

Decision# 424201,424200,424199 
EPA Petition or EUP No. ----

Date Division Received 12/03/2009 

Type Product(s) Insecticide (flea product) 

Data Accession No(s). 479246-02 &03, 479252-01,02,03, & 04, 479249-01,02,03, 
&04 

Product Mgr./Chemical Review Mgr/Contact Person RM 01 (Kable Davis) 
Division "R"'D'---

Product Name(s) Advantage IGR 5, Advantage IGR 9, Advantage JGR 16 

Company Name(s) Bayer Healthcare LLC 

Submission Purpose Review of CRP studies to determine if they are adequate to 
support CRP certification for retail blisters of nonchild· 
resistant tubes. 

Active lngredient(s), PC code, & % lmidacJoprid 9.1% 
Pyriproxyfen 0.46% 

Summary of Findings 

The CRP certifications submitted November 30, 2009 for EPA Registration No. 
11556-RLN, 11556-RLR, and 11556-RLE are acceptable. A screening of CRP 
studies (MRID numbers 479248-02 &03, 479252-01, 02, 03, & 04, 479249·01, 02, 03, 
& 04) revealed the CRP studies associated w~h the lowest senior adult use 
effectiveness (SAUE) was MRJD number 479248-03 and the lowest child-resistant 
effectiveness (CRE) was MRID number 479252·03. A comprehensive review was 
done for the lowest SAUE including the CRE associated with it (MRID numbers 
4 79246·03 & 4 79248-02) and the lowest CRE including the SAUE associated with it 
(MRID numbers 479252-03 & 479252-04). The resuHs of the comprehensive review for 
MRID numbers 479248-03 & 479248-02 and 479252-03 & 479252-04 indicate these 
studies pass the CRE sequential test chart and SAUE requirements in 16 CFR 1700.20. 
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For the details of each study refer to the attached summary chart 

(summarycht11556-150,151, 152.doc). 

Based on the CRE and SAUE values the registrant reported for MRID numbers 
479252-01 & 02,479249-01,02,03, & 04 along with a computerized analysis of the 
data these studies pass the CRE sequential test chart and SAUE requirements in 16 
CFR 1700.20. For the details of each study refer to the attached summary chart 
(summarycht11556-150, 151, 152.doc ). 

2 

In conclusion all the requirements for CRP have been met for EPA Reg. No. 
11556-RLN, 11556-RLR, and 11556-RLE. However, the directions on opening the 
package given to consumers must be identical to those given to the seniors 
during testing for the blisters. The senior testing directions are on the labels for 
EPA Reg. No.11556-RLN, 11556-RLR, and 11556-RLE dated November 24, 2009. 
Should any human experience/epidemiological evidence indicate a problem once 
the product is in the marketplace, the Agency reserves the right to reexamine this 
date comprehensively and to question the child resistance of the package 
involved. 

Package 

The package is a plastic blister with a foil backing containing tubes of product, 
which the registrant refers to as a tropical foil KISI blister. The blister is the child
resistant packaging, CRP, not the individual tubes. 

Tgxjcitv 

·The toxicity of the product, which contains 9.1% lmidacloprid and 0.46% 
Pyriproxyfen, is based on toxicity data for a 9.0% lmidacloprid and 0.48% Pyriproxyfen 
formulation. The acute oral LD,ostudy MRID 470894-11 (9.0% lmidacloprid and 0.48% 
Pyriproxyfen) is1098mg/kg for the female rat, no male rat was used in the study. The 
toxic or harmful amount for an 11.4 kg child is 12.5g (1 098mg/kg x 11.4kg), which is 
11.4ml of product (12.5g divided by 1.092g/ml [product density]). 

Failure 

For the purposes of CRP testing a child failure is access to 12.5g = 11.4ml or 9 blister 
cavities, whichever is less. A blister cavity failure for the child test was defined as 
any breach/penetration of the blister cavity, a visible incision or opening made by a 
child, or any amount of placebo/Water accessed. 

A Senior Adult Use Effactiveness failure is failure to open the blister cavity in the 
prescribed test time of 5 minutes for the first package or 1 minute for the second 
package, cutting the tube while opening the blister cavity for either the first or second 
package, or accessing any amount of placebo/water while opening the blister cavity for 
either the first or second package. 
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Toxicity, Child Failure, and Package 

Packaae Size Toxic/Hannful Amt Child Failure 
4 tubes 0.23ml 50 tubes 9 tubes 
4 tubes 0.4ml 29 tubes 9 tubes 
6 tubes 0.4ml 29 tubes 9 tubes 
4 tubes O.Sml 15 tubes 9 tubes 
6 tubes 0.8ml 15 tubes 9 tubes 

Analysis of Data and Conclusion 

The CRP certifications submitted November 30, 2009 for EPA Registration No. 
11556-RLN, 11556-RLR, and 11556-RLE are acceptable. A screening of CRP studies 
(MRID numbers 479248-02 &03, 479252-01, 02, 03, & 04, 479249-01, 02, 03, & 04) 
revealed the CRP studies associated with the lowest senior adult use effectiveness 
(SAUE) was MRID number 479248-03 and the lowest child-resistant effectiveness 
(CRE) was MRID number 479252-03. A comprehensive review was done for the 
lowest SAUE including the CRE associated with it (MRID numbers 479248-03 & 
479248-02) and the lowest CRE including the SAUE associated with ij (MRID numbers 
479252-03 & 479252-04). 

3 

Child Study 4 turquoise tube blister 0.23 ml size ( MRID 479248-02) involved 
giving each child 3 blister cards with 4 tubes each containing 0.23 ml of water at the 
start of the test. A child failure was defined as access to 9 blister cavities as the blister 
card was the child-resistant feature. A test date was missing, but was in the hard copy 
and the subject's age was correctly reported. The results were no child failures, but 2 
children accessed 2 blister cavities each. This study was a pass according to the 
child sequential test In 16 CFR 1700.20. 

Senior Adult Use Effectiveness Study 4 turquoise tube blister 0.23 ml size 
(MRID 479248-03 which is the lowest SAUE) involved having the test subjects open 
one blister cavity during a 5 minute test period and a one minute test period. Scissors 
were made available during testing because the test directions given to the seniors 
called for their use. There were two age calculation errors in the study. A 62 year old 
female was reported as 61 years old and a 61 year old male was reported as 62 years 
old. However, the subjects remained in the same age group and the age and sex 
distribution remain acceptable. The results of the study were 97% SAUE. The study 
is a pass of the Senior Adulttest in 16 CFR 1700.20. 

Child Study 6 orange tube blister 0.4 ml size (MRID 479252-03 which is the 
lowest CRE) involved giving each child 2 blister cards with 6 tubes each containing 0.4 
ml of water at the start of the test. A child failure was defined as access to 9 blister 
cavities as the blister card was the child-resistant feature. Ten children accessed one 
or more blister cavities. 3 children accessed 1 blister cavity, 2 children accessed 2 
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4 

blister cavnies, 3 children accessed 3 blister cavities, one child accessed 7 blister 
cavities, one 51 month female child accessed 9 blister cavities (failure}. The results 
were one child failure. This study was a pass according to the child sequential test 
in 16 CFR 1700.20. 

Senior Adult Use Effectiveness Study 6 orange tube blister 0.4 ml size 
(MRID 479252..04} involved having the test subjects open one blister cavity during a 5 
minute test period and a one minute test period. Scissors were made available during 
testing because the test directions given to the seniors called for their use. The results 
of the study were 99% SAUE, a 65 year old female failed during the five minute test 
period. The study Is a pass ofthe Senior Adult test in 16 CFR 1700.20. 

Based on the CRE and SAUE values the registrant reported for MRID numbers 
479252-01 & 02, 479249-01, 02, 03, & 04 along wnh a computerized analysis of the 
data these studies pass the CRE sequential test chart and SAUE requirements in 16 
CFR 1700.20. For the details of each study refer to the attached summary chart 
(summarycht11556-150, 151, 152.doc}. 

In conclusion all the requirement& for CRP have been met for EPA Reg. No. 
11556-RLN, 11556-RLR, and 11556-RLE. However, the directions on opening the 
package given to consumers must be identical to those given to the seniors 
during testing for the blisters. The senior testing directions are on the labels for 
EPA Reg. No.11556-RLN, 11556-RLR, and 11556-RLE dated November24, 2009. 
Should any human experience/epidemiological evidence indicate a problem once 
the product is in the marketplace, the Agency reserves the right to reexamine this 
data comprehensively and to question the child resistance of the package 
involved. 
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CRPdatasummarycht 

Company Name Bayer Healthcare llC 

Chemical- Pyriproxyfen 0.46% 
lmidacloprid 9.1% 

A Senior Adult Use Effectiveness failure is failure to open the bnster cavity ln the prescribed test time of 5 mln. for the 1• pkg or 1 mln. for the zm pkg, cutting 
the tube while opening the blister cavity for elther1he 1st or tid pkg, or accessing any amount of placebo/water while opening the blister cavity for either the 181 or 
z"' pkg. 
A child failure is access to 12.5g = 11.4ml for Product Density 1.092g/ml or 9 tubes, whichever is less 
A blister cavity failure is any breach/penetration of the blister cavity, a visible incision or opening made by a child, or any amount of placebo/water accessed. 
Access to a toxic or hannful amt = 12.5g = 1.098g/kg x 11.4kg (MRID 470894-11 orallDso) = 11.4ml for Product Density 1.092g/ml 
%AI- Pyriproxyten 0.46% 

lmidacloprid 9.1% 

1 

EPA REG# MRID PKG Description Include ml # Pkges Company Data Data Conclusion 
per Pk9 Blister is CR 
feature not tube. 

··---·~ -- ----~ .. -~ . ----- - ~"--- --·····-·. . ... ··- .~ .... ~-~~-~ __ .... ~ .. - ------ --~ -----·~···~----- --- ···--·--- -·· . -
# unitlpkg, child fail =#units, Child Get CRE SAUE comprehen Only include CRE & SAUE via computer 
color, toxlharm =#units at Begin blister cavity "' be sive Review Compu analysis 

Test &wny 1er 
Analysi 

• 

~~RLN 479248-03 4 turquoise tube @ 0.231111 in 97% 3fail X lowest CRP Certification is ok:. Label dated 
56-150) cat product tropical foil (KISI) blister, pkgAopen SAUE& 11/24109 same CRP directions as In 

Water placebo in tube. (2 ""tube) smestsize study. Da1a Analysis showed 2 age 
Toxlharm = 50 tubes, child calcn errors [a 62 yr old female was 
fail =9tubes reported as 61 yrs old and a 61 yr old 

male was reported as 62 yrs old]. 
However the subjects remained in the 
same age grp, the age & sex distribution 
remains ok. Results are not affected. 
SAUE is 97%, study is a pass. 

L ..... .. 
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EPA REG# MRID PKG Description Include ml #Pkges Company Dala Data Conclusion 
per Pkg Blister Is CR 
feature not tube. 

,.-~·--· ---··--- ---------~------- .. ·~- _,, ____ ' ' 
----~---~-------·- -- ------ "'"-1------ _, -- - .......... ---·-··------------ --·----- " 

# uniVpkg, cMd fail "'#units, Child Get CRE SAUE Comprehen Only include CRE & SAUE via computer 
cok)r, tox/hann =#units at Begin blister cavity = be sive Review Compu analysis 

Test &why '"' Analysi 

• 

• 11556-RLN 479248-02 4 turquoise tube@ 0.23ml in 3 blis1ers Ofail =Pass XCRE CRP Certification is ok.. A test date was 
(11551)..150) cat product tropical foil (KISI) blister. -· 50 child test. 2 aSSOCiated missing, but was in hard copy & subject 

Watef placebo in tube. tubes child open 2 be with lowest age was corredly reported. 2 child open 
Toxlhann =50 tubes, child each each SAUE& 2 be each. No child faikires. Study is a 
fail = 9 tubes smes1 size pass of the child test according to 

ml sequential test chart in 16 CFR 1700.20. 

11556-RLR 479252-02 4 orange tube@ 0.4ml in 97% 3fail X CRP CertificatiorJ is ok. Label dated 
(11556-151) cat product tropical foil (Kl$1) blister. pkgAopen 11124109sarne CRP directions as in 

Water placebo in bJbe. (1 cut tube study. Data Analysis showed 1 age 
Toxlhann = 29 tubes, child tip) calcn error, a 67 yr old female was 
fail = 9 tubes reported as 57 yrs old. The age group & 

sex distribution are off, which means 
there are more older test subjects & 
more than 70%female in the 60-70 yr 
age grp. The results are stiN a pass of 
1he SAUE in 16 CFR 1700.20. 

----·-
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EPA REG# MRIO PKG Oescriplionlnclucle ml #Pkges Company Data Data Conclusion 
per Pkg Blister is CR 
feature not tube. 

I 

------- --- - ---- ··----- --------- - ------------ ---- - -- -------------~· ---- -·------------ --------------------- ,_, ____ , 
# unit/pkg, child fail=# units, Child Get CRE SAUE Comprellen Only include CRE & SAUE via computer ' 
color, toxlharm =#units at Begin blister cavity = be sive Review Compu analysis 

Test &why ter 
Analysi 
s 

• 11556-RLR 479252-01 4 orange tube@ D.4ml in 3 blister.> DFaii=Pass X CRP Certification is ok. Data Analysis 
(11556-151) cat product tropical foil (KISI) blister. wnh4 50 child test. 6 showed 1 age e<Hcn error, a 50 month 

Waler placebo in tube. tubes children open ~ old male was reported as 51 months oki. 
Toxlhann = 29 tubes, child each 1 be. 4 children However the subject remained in the 
fall= 9 tubes open 1 be, 1 child same age grp, the age & sex distribution 

open 3 be, tchild remains ok. 6 children open.=: 1bc. 4 
open4 be children open 1bc. 1child opoo 3 be. 

tchikt open 4 be. No child failures. 
Study is a pass of the child test 
according to sequential test chart in 16 
CFR 1700.20. 

1155&-RLR 479252-04 6 orange tube@ 0.4ml in 99%1 fail XSAUE CRP Certification is ok. label dated 
56-151) cat product tropical foil (KISI) blister. pkgAopen associated 11124109 same CRP directions as in 

Water placebo in tube. (no open with lowest study. SAUE Is 99%, a 65yrold female 
Toxlhann "'29 tubes, child tube) CRE failed in the 5 min test period. The study 
fail = 9 tubes is a pass. 

-------- - ------- ------- ----
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EPA REG# MRID PKG Description Include mi 
per Pkg Blister is CR 

• Pl<ges Company Data Data Conclusion 

feature not tube. 

- "''~------------------- -··· ----· --" ----~---· f-·-···- , ___ ----- ------- -- ______ ,,,,.,_ - -- ____ .. , .... _ ------------- --- -------------

# unitlpkg, child fail""# units, Child Get CRE SAUE Comprehen Only include CRE & SAUE via computer 
color, 1oldhann = #units at Begin blister cavity= be sive Review Compo analysis 

Test &why Ia< 
Analysi 
s 

• 11556-RLR 479252-03 6 orange tube@ 0.4ml in 2 blisters 1 Fail= Pass X lowest CRP Certification is ok. 10 children 
(11556--15t) catprodud tropical foil (KISI) bfiSter. -· 50 child test. 10 CRE open~ 1bc. 3 children open 1be, 2 

Water placebo in tube. -· children open ~ children open 2bc, 3 children open 3bc, 
Toxlhann ""29 tubes, child each 1 be. 3 children one child open 7 be, one 51 month 
fail = 9 tubes open 1be,2 female child open 9 be (failure). There 

children open 2bc, is one child failure. Study is a pass of 
3 children open the child tes1 according to sequential test 
3bc, one child chart in 16 CFR 170020. 
open 7 be, one 
child open 9 be 
(failure). 

11556~RLE 479249-02 4 purple lube @ 0.8ml in 98%1 fail X CRP Certification is ok. Label dated 
56--152) cat produd tropical foil (KISI) blister. pkg A open 11/24KJ9 same CRP directions as in 

Water placebo in tube. (cut into side study. Data Analysis showed 1 age 
Toxlhann = 15 tubes, child of tube) and calcn ElfTOf, a 61 yr old fetnale was 
fail = 9 tubes 1 failpkg 8 reported as 62 yrs old. However the 

open in60 subject remained in the same age grp, 
sec the age & sex distribution remains ok. 

Results are not affected. SAUE Is 98%, 
study is a pass. 
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EPA REG# MRID PKG Description Include ml 
per Pkg Blister is CR 

#pkges Company Data Data Conclusion 

feature not rube. 

----- ----·--·---- --- --------~ 
""''" ·-·------ ________ , ___________ 

-------~- ----- -- ------ ------- ------ -- --------- -- ~- --------- --- -----·---------··- -------
# unit/pkg, child fail=# units, Child Get CRE SAUE Comprehen Only include CRE & SAUE via computer 
color, toxlhann =#units at Begin blister cavity = be siveReview Compu analysis 

Test &wily ter 
Analysi 
s 

• 11556-RLE 479249.01 4 purple tube@ 0.8ml in 3 blisters 0 Fail= Pass X CRP Certification is ok. Data Analysis 
( 11556-t 52) cat product tropical foil (KISI) blister. with4 50 child test. 5 showed 3 age calcn errors, [a 44 month 

Water placebo in tube. tubes children open 1 be ofd male was reported as 43 months old, 
Toxlharm = 15 tubes, child each a 46 month ofd female was reported as 
fail = 9 tubes 47 months old. a 49 month old female 

was reported as 50 months old]. 
However the subjects remained in the 
same age grp, the age & sex distribution 
remains o+::. 5 children open 1bc. No 
child failures. Study is a pass of the 
child test according to sequential test 
chart in 16 CFR 1700.20. 

~-RLE 479249.()4 6 pwple tube @ 0.8ml in 99%1 fail X CRP Certification is o+::. Label dated 
55-152) cat product tropical foil (KISI) blister. pkgAopen 11/24109 same CRP directions as in 

water placebo in tube. (cut tip off study. SAUE is 99%, study is a pass. 
Toxlharm = 15tubes, child tube) 
fail = 9 tubes 

-- ---'---
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EPA REG# MRID PKG Description Include ml #Pkges Company Data Data Conclusion 
per Pkg Blister is CR 
feature not tube . 

.... '"'·-··-· ---- --- - "'-·---------- -~----------- --- ---·-·------ --------- - ------ --------- ------"' ---··- ------------- '"' --·------- --- -'' ------ - ---------

# uniUpkg, child fail =#units, ChRd Get CRE SAUE Comprehen Only include CRE & SAUE via computer 
color, loxfharm = #units at Begin blister cavity = be sive Review Compu analysis 

Test &why te< 
Analysi 
s 

• 11556-RLE 479249-03 6 purple tube@ 0.8ml in 2blisters 0 FaU =Pass X CRP CertifiCation is ok. Data Analysis 
(11556-152) cal product tropical foil (KISI) blister. wiD16 50 child test. 11 showed 1 age calcn error, a 43 month 

water placebo in ttJbe. tubes children open,=: okt male was reported as 42 months old. 
Toxlharm = 15tubes, child each 1bc. 5 children However the subject remained in the 
fail= 9 tubes open 1 be, 3 same age grp, the age & sex distribution 

children open 3 remains ok. 11 children open~ 1bc. 5 
be, 2 chikl<en clilldren open 1 be, 3 children open 3 be. 
open 4 be, one 2 children open 4 be, one child open 6 
child open 6 be. be.. NO child faitures. Study is a pass of 

the child test according to sequential test 
chart in 16 CFR 1700.20. 

February 17,2010 

• 
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• 
Bayer HealthCare 
Animal Health 

Via Federal Express 

November 30, 2009 

• 

Document Processing Desk (NO REG FEE- Additional InfOrmation) 
Office of Pesticide Programs (7504P) 
U.S. Environmental Protection Agency 
Room S-4900, One Potomac Yard 
2777 South Crystal Drive 
Arlington. VA 22202A501 

Attention: 

Subject: 

Ms. Venus Eagle (PMOI) 
Registration Division 

~L'I') 

Advantage' IGR 5 (File Symbol No. 11556-XXX) 
Child-Resistant Packaging Certification 

Dear Ms. Eagle: 

I certify that the packaging that will be used for this produ~J meets the 
standard of 40 CFR 157.32. 

Since~e~~ / 

jr_Yfo(~ >I~~~-
Douglas A. Spilker. Ph. D. 
Manager, EPA Regulatory Affairs 
[)aug_,_._'::; pi Jkcr.brG· Baver.com 

DAS/It 

x·moiij.'l~lkr>'[aglc '\dvanlag~IGR51009Nnv.<.hx 

Bayer HealthCare LLC 
Animal Health 
P.O. Box 390 
Shawnee Mission, KS 6620\-0390 

•••••• • •• • • • • • 
•••••• • • • • • ....... 

• • • • .. .. .. 

• • •••••• • 
• • • • • • • •• 

• 

• • • • • . .... 
• . .... 

• • ..... 
• •• • • • ..... 
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• • • 4711248.00 

Bayer HealthCare 
Animal Health 

Via Federal Express 

November 30, 2009 

Document Processing Desk (REGFEE) 
Office of Pesticide Programs (7504P) 
U.S. Environmental Protection Agency 
Room S-4900, One Potomac Yard 
2777 South Crystal Drive 
Arlington, VA 22202-4501 

Attention: 

Subjt!ct: 

Ms. Venus Eagle 
Registration Division 

Applications for the Registration of 
Advantage"' IGR 5 (Agency Tracking #74089836606), 
Advantag<® !GR 9 (Agency Tracking #74089836904), and 
Advantage"' IGR 18 (Agency Tracking #74089SJ7114) 
products for pest control on cats and kittens 

Dear Ms. Eagle: 

Enclosed with this cover letter are applications for registration of three (3) 
new companion animal spot-on products, named Advantage JGR 5, 
Advantage IGR 9, and Advantage JGR 18, and aU the appropriate 
supporting documents and data. These imidacloprid + pyriproxyfen~ 
containing products will be packaged in single-use tubes for application by 
pet owners and veterinarians for control of various stages offlC"as and lice 
on cats and kittens. The purpose of this cover letter is to provide an 
explanatory overview of the submission which may aid in the processing 
of the enclosed infonnation and respective registration applications. 

Although these are applications for registration of new products. the 
products themselves are not really new to the Agency. On December· II, 
2007, the Agency issued Notices of Registration for bothAdvcmw:ge 
Plus 9 for Cats (EPA Reg. No. 11556-126) and Advantage Plus 18 for 
Cats (EPA Reg. No. 11556-129). The proposed three products contain the 
identical fonnulation and use pattern, residential ~indoor, as the 
previously accepted products of Advantage Plus 9 and 18. Altho•Jgh Bayer 

x:moiiJflctters/EJ'A AdvanmgeJUR CBU 2009 Nov.doc 

Bayer HeallhCaro u.c 
Animal Health 
P.O. Box390 
Shawnee Mission, KS 66201-0390 
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Ms. Venus Eagle • Document Processing Desk (REGFEE) 
Office of Pesticide Programs (7504P) 
U.S. Environmental Protection Agency 

Page2. 
November 30, 2009 

HealthCare subsequently voluntarily withdrew the registrations of 
Advantage Plus 9 and Advantage Plus 18, this was for marketing reasons, 
and not because of a safety/risk issue or lack of data for the products. 
Therefore, much of the data needed to support these proposed products 
have already been reviewed and accepted by the Agency dwing the review 
process for the Advantage Plus 9 and 18. Furthermore, there are analogous 
registrations for this identical fonnulation for use on dogs and puppies, 
currently registered as Advantage Plus I 0 (EPA Reg. No. 11556-128), 
Advantage Plus 20 (11556-125) Advantage Plus 55 (11556-127) and 
Advantage Plus I 00 ( 11556-130). 

Applications for three (3) new products are enclosed and include 
Advantage IGR 9 (0.4 mL tube), Advantage IGR 18 (0.8 mL tube) and a 
third product, Advantage JGR 5, especially designed for small cats and 
kittens in a smaller single-use tube (0.23 mL), These products only differ 
from one another in tenns of different dose/container sizes for different 
sizes of cats and kittens (see Table L) 

Product Chemistry: The insecticide formulation is identical for all three 
of the proposed products, and is identical to the formulation previously 
accepted for the imidacloprid + pyriproxyfen-containing cat products 
(Advantage Plus 9 and 18), as well as the currently registered dog spot-on 
products (Advantage Plus 10, 20, 55 and 1 00). Therefore, the product 
chemistry data requirements have already been satisfied for this 
formulation. Appropriate Confidential Statemc;znts of Formula for the three 
proposed products are enclosed. 

Efficacy: All of the products control fleas. These products are similar to 
the imidacloprid-containing Advantage products (Advantage 9 Topical 
Solution, EPA Reg. No. 11556-116;Advantage 18 Topical Solution, EPA 
Reg. No. 11556-118), except a small amoimt (0.46%) of a very effective 
insect growth regulator, pyriproxyfen, has been added to enhance efficacy 
against flea eggs. Whereas Advantage was efficacious against larval and 
adult fleas, the new combination product is effective against flea larvae, 
adult fleas, and flea eggs. Since the data, as listed in the data matrix, to 
support the flea control claims for this formulation have been reviewed 
and accepted by the Agency under the previous Advantage Plus 9 and 
Advantage Plus 18 actions, no new flea efficacy data are being submitted 
with this application. You will also note that the proposed labels contain 
many of the flea control claims found on the stamped-accepted labels for 

x:molijfletters/EPA Advrutlage!GR Cats 2009 Nov.doc 
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Ms. Venus Eagle • Document Processing Desk (REG FEE) 
Office orPesticide Programs (7504P) 
U.S. Environmental Protection Agency 

Page3. 
November 30, 2009 

Advantage Plus 9, Advantage Plus 18, as well as, on the stamped-accepted 
labels for Advantage Plus I 0, Plus 20, Plus 55 and Plus 100 for Dogs. 

The only other pest that appears on the proposed labels is the biting 
(chewing) louse. To support these claims, we reference the efficacy data 
previously submitted for lice control under the Advantage Plus for Dogs 
product, which is referenced in the Data Matrix. 

Application Method and Weight Bands: The method of application is 
the same for all three products, and it is the same application method as for 
the currently registered Advantage Topical Solution products. The entire 
contents of the appropriate-sized tube are applied to cats or kittens to a 
localized area on the neck at the base of the skull to control fleas. One 
product, Advantage 1GR 5, will treat cats and kittens weighing 5 lbs. or 
less in size. The dose for this product is 0.23 mL of solution in a plastic 
tube. TI1e second product- Advantage 1GR 9- will treat cats and kittens 
weighing 5 to 9lbs. with a tube size of0.4 mL. The third product
Advantage 1GR 18 -will treat cats weighing 9lbs. and greater in size, with 
a tube size of0.8 mL of solution in a plastic tube. All three tubes have 
different label colors to easily distinguish them from one another. 

Acute Toxicity Studies: As discussed earlier, the insecticide formulation 
is the same for all three proposed products (and the currently registered 
dog products). We are relying on the previously accepted acute toxicity 
studies on the formulation to support these proposed registration actions; 
that is no new acute toxicity data are included with the applications. The 
Precautionary label language and Signal Word are the same as the 
currently EPA-accepted Advantage Plus for Dog products. Because the 
acute oral toxicity value for the formulation was below the 1500 mg/kg 
''trigger," and because this is a residential use, the products must be 
marketed in Child-Resistant Packaging (CRP). 

Packaging: The packaging for the proposed cat products will be identical 
to the packaging used with the currently registered Advantage products for 
cats (EPA Reg. Nos. 11556-116 and -118) except that the tubes will be in 
a Child-Resistant blister. The packaging for the cat products will consist of 
a cardboard box with all appropriate label text except for the full 
directions for use. Inside the box will be a leaflet containing all the label 
text. Also inside the box will be a CRP blister package containing 4 or 
6 tubes of the appropriate size. 

x:moiijl!etters/EPA Advantage!GR Cats 2009 Nov.doc 
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Ms. Venus Eagle • Document Processing Desk (REG FEE) 
Office of Pesticide Programs (7504P) 
U.S. Environmental Protection Agency 

Page 4 • November 30, 2009 

The most significant difference in the packaging between the previously 
registered products- Advantage Plus 9 and Advantage Plus 18- and the 
proposed products is that the products are in a different Child-Resistant 
Packaging (CRP) material. For the previous products, the CRP packaging 
was made ofPVC and the respective child and adult testing data were 
found acceptable to the Agency. The proposed products will be produced 
in KISl blisters. The packaging material scheme for all three of the 
proposed registrations is similar, and the CRP testing data for the various 
sizes are enclosed. The testing design to satisfy the requirements for all 
product presentations was developed with the agreement of the Agency's 
expert, Dr. Rosalind Gross. CRP certification letters are also enclosed. 

With regard to the overall CRP testing of the various packaging 
configurations, Bayer is aware of PR Notice 97-9 regarding the electronic 
submission of CRP test data, and therefore these data have been prepared 
appropriately and are included on CDs. 

Companion Animal Safety: Submitted in support of the previously 
accepted registrations for Advantage Plus 9 for Cats and Kittens (EPA 
Reg. No. 11556-126) and for Advantage Plus 18 for Cats (EPA Reg. No. 
11556-129), Bayer has an appropriate domestic animal safety study on file 
with the Agency that demonstrates the safety of Advantage IGR on adult 
cats. The EPA concluded that the report was "Acceptable" and that the 
study adequately addressed the safety requirements contained in Guideline 
870.7200: Companion Animal Safety. Furthermore, the study supports a 7-
day retreatment interval. To support a label allowing treatment of8-week 
old kittens, enclosed is a new domestic animal safety study (Bayer Report 
No. 33714) conducted using a protocol submitted to and accepted by the 
Agency. 

Data Compensation: An appropriate data matrix listing all of the data 
necessary to support the registration of Advantage IGR 5, Advantage 
IGR 9 and Advantage IGR 18 is enclosed with this application. Please 
note, the enclosed data matrix cites only those data necessary for this 
registration. This registration application is for a product used only on cats 
(classified as an indoor, residential use); the data matrix does not cite any 
imidacloprid envirorunental fate, ecological effects nor residue chemistry 
data because these data are not necessary for this proposed registration. 

Generic Data -With regard to imidacloprid, Bayer CropScience LP 
(BCS) is the basic registrant of imidacloprid. BCS and Bayer HealthCare 
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Ms. Venus Eagle • Document Processing Desk (REGFEE) 
Office of Pesticide Programs (7504P) 
U.S. Environmental Protection Agency 

PageS • 
November 30, 2009 

LLC (BHC) are wholly owned subsidiaries of Bayer Corporation, and 
therefore, the BHC, Animal Health Division, cannot claim Formulator's 
Exemption for the generic data requirements. Accordingly, enclosed are 
copies of a Letter of Authorization from Bayer CropScience (EPA 
Company No. 264) authorizing the use of the generic imidacloprid data by 
Bayer Health Care LLC, Animal Health Division (EPA Company No. 
11556). These generic data are cited in the enclosed data matrix. With 
regard to pyriproxyfen, a completed Formulator's Exemption form (EPA 
Form 8570-27) is enclosed with this initial application for Bayer to 
address compensation of pyriproxyfen generic data. Also, enclosed is a 
Letter of Authorization from Sumitomo Chemical Company Ltd. 

Product Specific Data- All of the data necessary to support the 
registration of Advantage IGR 5, Advantage IGR 9 and Advantage IGR 18 
are data previously submitted by Bayer's Animal Health group (EPA 
Company No. 11556) or are enclosed with this application or were 
submitted by the McLaughlin Gormley King Co. (MGK). Enclosed with 
this application is a Letter of Authorization from MGK. All of these data 
are cited in the enclosed data matrix. Enclosed is also a completed 
Certification with Respect to Citation of Data (EPA Form 8570-34) 
indicating we are choosing the Selective Method of Support for 
pyriproxyfen efficacy data. Again, a Letter of Authorization from MGK to 
cite these data is enclosed. 

I hope this overview cover letter is helpful in processing the attached 
applications. If you have any questions, please do not hesitate to call me 
at (913) 268-2751. 

Douglas A. Spi!ke:.::-r~ 
Manager, EPA Regulatory Affairs 
Doug.Spilker.b@Bayer.com 

DAS/lt 

Enclosures 
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Table 1. 

No. of 
Product Name Animal Animal Tube Size Tubes 

Size (0. oz.) Per 
Packa2e 

Advantage" IGR 5 Cats and ~Sibs. 0.0078 4 
(EPA File Symbolll556-XXX) Kittens (0.23 mL) 

Advantage00 lGR 9 Cats and 5 to 9lbs. 0.014 4 or 6 
(EPA File Symbol 11556-XXX) Kittens (0.4 mL) 

Advantage" lGR 18 Cats and e> 9 lbs. 0.027 4 or 6 
(EPA File Symbol 11556-XXX) Kittens (0.8 mL) . 
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• 
Document Processing Desk (REGFEE) 
Office of Pesticide Programs (7504P) 
U.S. Environmental Protection Agency 
Room S-4900. One Potomac Yard 
2777 South Crystal Drive 
Arlington, VA 22202-4501 

EncJosures: 

Advantage IGR 5 

• 

• I copy Advantage IGR 5 Application for Pesticide Registration with Application 
Attachment and five Appendices: 

Appendix 1- Advantage Plus 9 and 18 Registration Notices & Voluntary 
Cancellations 
Appendix 2- Product Chemistry Review 
Appendix 3- Storage Stability Extension and Interim Report 
Appendix 4- Acute Toxicity Study Reviews 
Appendix 5 - CRP Correspondence 
Appendix 6- Lice Study Review 
Appendix 7- Companion Animal Safety Study Review 
Appendix 8- Companion Animal (kitten) Protocol Review 

• I copy proof of PRIA payment 
• 5 copies draft labels, date of draft 11/24/09 
• I copy Letter of Authorization from MGK 
• I copy Letter of Authorization from Bayer CropScience 
• I copy Letter of Authorization from Sumitomo 
• I copy CRP Certification letter 
• I copy Formulator's Exemption (8570-27) 
• I copy Certification with Respect to Data (8570-34) 
• 1 copy data matrix (confidential) 
• I copy public data matrix 
• 2 copies Confidential Statement ofFonnula 
• 3 copies data transmittal document 
• 3 copies Bayer Report No. 33714 (Domestic Animal Safety- Kittens) 
• 3 copies Bayer Report No. 33741 (Child Resistant Packaging Study; 4-pack/child) 
• 3 copies Bayer Report No. 33742 (Child Resistant Packaging Study; 4-pack/adult) 
• 1 copy CD transmittal document 
• I CD (electronic data file) for Bayer Report No. 33741 
• I CD (electronic date file) for Bayer Report No. 33742 
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Transmittal Docrunent 

1. Name and Address of Submitter 
Bayer HealthCare LLC 
Anima1 Health Division 
Box390 
Shawnee Mission, Kansas 66201-0390 

Douglas A. pilker, Ph.D. 
Manager. EPA Regulatory Affairs 
(913) 268-2751 

2. Regulatory Action in Which this Package is Submitted 
Data submitted to support the proposed registration of Advantage® IGR 5 (EPA 
File Symbol 11556-XXX) 

3. Transmittal Date 
November 30, 2009 

4. List of Submitted Studies: 
MRID No. Volume 

1 
47824801 

47824802 2 

47824803 3 

"Evaluation ofthe General Safety ofM881," 40 CFR 
Parts 160 and 792, T. J. Madsen, Report No. 33714, 
193 p. 

"Cirild-Resistant Packaging (CRP) Child Panel Test of 
4 x 0.23 mL Advantage® JGR KISJ Blisters for Cats," 
40 CFR Part 157.20 and 16 CFR Part 1700.20, 
L. M. Dixon, Report No. 33741, 59 p. 

"Child-Resistant Packaging (CRP) Senior Adult Panel 
Test of 4 x 0.23 mL Advantage® JGR KlSJ Blisters 
for Cats," 40 CFR Part 157.20 and 16 CFR Part 
1700.20, L. M. Dixon, Report No. 33742, 251 p. 

Page 1 of 1 
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Appendix 1 
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• 

Dear Sir or Madam: 

• 
UNITED STATES ENVIRONMENTAL PROTECTION AGENCY 

ARIEL RIOS BUILDING- 1200 PENNSYLVANIA AVENUE, N.W. 
WASHINGTON, D.C. 20460 

April 17, 2009 

OFFICE OF 
PAEVl!:NTION, PESnCIDES ANO 

TOXIC SUBSTANCES 

This Jetter is a final cancellation order, advising you that under Section 6(1)(1) of the Federal 
Insecticide, Fungicide and Rodenticide Act (FIFRA), as amended, EPA hereby cancels the 
registrations listed on the enclosure per your request for voluntary cancellation as listed in the 
Federal Register Notice dated March 18,2009. The effective date of this cancellation order is the 
date of this Jetter. 

As the basic registrant of the listed product(s) you may legally distribute or sell existing stocks 
of the canceled products· until the disposition date listed on the enclosure. Existing stocks are 
defined as those stocks of a registered pesticide product which are currently in the United States 
and which have been packaged, labeled, and released for shipment prior to the effective date of 
the cancellation order. 

It would be a violation ofFIFRA for you or any supplernentally registered distributor of your 
product(s) to distribute or sell any stocks currently in the United States which have been 
produced, packaged, labeled or released for shipment after the effective date of cancellation, or 
any existing stocks after the indicated disposition date. The Agency also expressly reserves the 
right to amend the existing stocks provisions of this Order if events should so warrant. 

It is your reSPOnsibility as the basic registrant to notizy any and all supplernentally registered 
distributors of your product(s) that this cancellation order also applies to their supplernentally 
registered products. You may be held liable for violations committed by your distributors. 

Unless the provisions of an earlier order apply, existing stocks already in the hands of dealers 
or users can be distributed, sold or used legally until they are exhausted, provided that such sale 
and use comply with the EPA-approved label and labeling of the affective product(s). : ••• : • 

• ••• • • • • • ••• 

• 
•• • • • • • • • 

• 

• 
• ••• • •••• 

• • • • • •••• 
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EPA CO NR: 11556 

• 
EPA PRODUCT 
REGISTAATION 

DISP DATE 

e VOLUNTARY CANCELLATION ORDER {ENC.E) 

BAYER HEALTHCARE LLC 
ANIMAL HEALTH DIVISION 
PO BOX 390 
SHAWNEE MISSION, KS 66201 

Product Name 

Page 1 

u:nu:1.,..uuaou .. :nUII-:HIIIUCIIU:I:u::u:u:••••••••••••n•uu:::u::n:::::::u•••••u•uu:n::::::u::::u:unu:::::uuu: 

11556-126 1/15/2010 Advantage Plu3 9 !or Cat• 

11556-129 1/15/2010 Advantage P1u• 18 for Cat3 

• 

• 
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• 
Bayer HealthCare 
Animal Health 

Jlia Federal Express 

July 24, 2008 

Office of Pesticide Programs (7504P) 
U.S. Environmental Protection Agency 
Room S-4900, One Potomac Yard 
2777 South Crystal Drive 
Arlington, VA 22202-4501 

Attention: Ms. Venus Eagle, PM Team 01 
Registration Division 

Dear Ms. Eagle: 

• 

Pursuant to Section 6(f) of17te Federal insecticide, Fungicide, and 
Rodenticide Act (FIFRA), Bayer HealthCare, Animal Health Division, 
is vpluntarlly cancelling the following registrations: 

Advantage Plus 9 for Cats (EPA Reg. No. 11556-126) 
Advantage Plus 18 for Cats (EPA Reg. No. 11556-129) 

If you have any questions, please do not hesitate to call me at 
(913) 268-2751. 

Douglas . Spilker, Ph. 
Manager, EPA Regulatory Affairs 

DAS/lt 

x:moiijllclleniEPA AdvansaaePJus 91d8 2008 July 24.doc 

Bayer HoWthCaro u.c ..,.,.. """"' 
P.O. Box 390 
Shawnee Mission, KS 6620l...Q300 

123



• • ,_ ... , U.S. ENVIRONMENTAL PROTECTION AGENCY EPA Reg. Number: Date of lmuuttt: 

(#!) Office of PC$ticide Progmms 

Rcg:istmtion Division (7SOSC) 11556-126 DEC 11 2007 
1200 Pemuylvania Ave., N.W. 

' Wllllhington. D.C. 20460. " 

NOTICE OF PESTICIDE: Tllt'm of Juuu~: 
....X. RegiStration 

. _Reregistration From: December 11, 2007 
To: December II 2008 

(unda FIFRA. as amendod) 
Name ofPt~tltide Produel: 

Advantage Plus 9 fur Cats 

Name and Addm11 ofRqbtraat(incl•de ZIP Code)1 

Bayer HealthCare LLC, Animal Health Division 
P.O. Box390 
Shawnee Mission, KS 66201-0390 

Nilhl; t'banats in labdi.q dift'uina in Bllbltaucc from tlllt: aeocpted in connection with this ~ mutt bo ~to and acoeptcc1 by lhC 
Reeiltnlltion Division prior to usc ofllle Jabd in comma'CC. J:n aay ~ on this pt,du.::t alway:~ rd'cir-to !be~ EPA ~JliiOil:rer. 

y •• '• 

On the basis of infomation furnished by the registrant, the above named pesticide ~~ hereby rezjsterod/reregiatered uoda- the Fcdeml Ins«ticide, Fungicide 

and Rodenticide Act. 

Registntion is in no way to be cOt!S'IIUed as an endorsement or recommendation of thls product by the Agency. In order to protect health and the 

e~~vironment, the Administrator, on his motion, mil)' at any time swpeud or C~Ule(ll the n:gistmtion of a pesticide ill acoon:lance with the Act The IICCC:JIIllnce 

of any lllliTlt in co=tion with the ~on of a product under this Act is not to be eons!IUed 118 giving the registrant a richt to excluai.veUBe of!M name 

or 1o its use if it hu be= covered by otlu:n. 

This product is conditionally registered in accordance with FIFRA section 3(cX7XA) provided 
that you: 

I. Within I year of the date of this letter, an acceptable Domestic Animal Safety study on kittens, 
using the approved formulation, must be received and approved by the Agency. This is a time-
limited registration, therefOre this registration will be allowed to expire on December II, 2008 if 
an acceptable study is not submitted. 

2. Submit and/or cite all data required for registration/reregistration/registration review of your 
product when the Agency requires all registrants of similar products to submit such data. 

3. Mnk~e fullowing label changes before you release the product for shipment: 
(a. Revise the EPA Registration Number to read, "EPA Reg. No. 11556-126." 

b. Revise the claim "Flea adulticide, larvicide, and ovicide" to read "Flea adulticide and 
ovicide." 

Slpt;;::_om?__ Dm; 

DEC 1 1 2f)!]1 
Venus Eagle, Product Manager (01) 
Insecticide-Rodenticide Branch Registration Division (7505P) -
EPA Form &570.6 
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• • Page2 
EPAReg.No.ll556-l26 

c. Revise the label claim "Kills adult fleas, larvae, and eggs" to read "Kills adult fleas and 
eggs." 

d. The following claims are not appropriate for a cat label and must be deleted: 
- "Remains effective after bathing and/or swimming• 
- "RemaJ·ns effective following swimming and/or shampooing• 

4. The data requirements for storage stability (830~6317) and corrosion characteristics 
(830- 6320) bave not been satisfied, and must be subntitted within eighteen months of the 
date of this letter. 

5. Submit one copy of the revised final printed label for the record before you release the 
product for shipment. 

If these conditions are not complied with, the registration will be subject to cancellation in 
accordance with FIFRA section 6( e). Yom release for shipment of the product constitutes acceptance of 
these conditions. 

A stamped copy of the label is enclosed for your records. 

Enclosure 

Venus Eagle 
Product Manager (Ol) 
Insecticide-Rodenticide Branch 
Registration Division (7505P) 
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• Reason To Issue: Minor Updates Date: 09/17/07 
______________________________________________________________________________________ §?J?!'_rs.~: __ 01(1()(92._ _____ _ 

NOTE TO REVIEWER: [(Brackets and parentheses indicate alternate language)] 

(Front Panel) 

Advantage® Plus 9 

Topical Solution 

Once-A-Month Topical Flea Treatment for Cats and 
Kittens 9 Weeks and Older and 9 lbs. and Under 

READ THE ENTIRE LABEL BEFORE EACH USE 

For the Prevention and Treatment of Flea Infestations 

• Available only through licensed practicing veterinarians 
• For use on cats and kittens 9 weeks of age and older 
• Advantage Plus contains [imidacloprid], and [an/the] [insect growth regulator] 

[!GR] [pyriproxyfen] [Nylar"J• 
• A single topical application remains effective for at least 4 weeks 
• Convenient, easy to apply topical solution 
• Once a month topical flea treatment for cats 9 weeks of age or older 
• Advantage Plus is indicated for the prevention and treatment of fleas on cats 

9 weeks of age and older 
• For the treatment and prevention of flea infestations 
• One treatment prevents further flea infestations for at least 4 weeks 
• Kills 98~ I 00% of the fleas on cats within 12 hours and continues to prevent 

infestations for at least four weeks 
• Kills fleas before they lay eggs 
• Larval flea stages in the cafs surroundings are killed following contact with an 

Advantage Plus treated cat 
• Kills larval stages of fleas in the pet1s environment 
• Kills 98-100% of fleas within 12 hours of application 
• Stops existing flea infestations by killing adult fleas 
• Prevents reinfestations by killing adult fleas before they lay eggs 
• Prevents flea eggs from hatching 
• Effectively breaks the flea life cycle 
• Effectively targets all [life] stages of[fleas] 
• 3-way flea protection ((kills] (controls] adults, larvae, and eggs) 
• Prevents flea eggs [and flea larvae] from developing into [(biting) (adult)] fleas 
• Treatment with Advantage Plus rapidly kills fleas and may reduce the incidence 

of Flea Allergic Dermatitis [FAD] 
• Flea adulticide, larvicide, and ovicide 

x:moiijilabelspr/ AdvnntagePlus9d.Doc Page I of 9 
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Appendix 2 
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UNITED STATES ENVIRONMENTAL PROTECTION AGENCY 

WASHINGTON, D.C. 204GO 

JAN I 2 2001 

Mr. F. Terry McNamara 
Bayer Corporation 
Animal Health, Agriculture Division 
P.O. Box390 
Shawnee Mission, KS 66201 

Subject: Applications for New Advantage Products 
Reg. No. 11556-REA, REO, REI, REL, RET, RGN 
Your submission date, April 7, 2000 

Dear Mr. McNamara: 

OFACEOF 
PREVENTION, PESTICIDES AND 

TOXIC SUBSTANCES 

The labeling referred to above, submitted in connection with the above registrations under 
the Federal Insecticide, Fungicide, and Rodenticide Act have been reevaluated based on the 
additional information given. however, there are a number of things that the Agency insist upon 
and Bayer must comply but registration will be issued. 

Enclosed are the conclusions issued by the Product Chemistry Branch. Please read the 
review and make changes as specified. Upon making the changes, please resubmit your labels and 
CSFs. If there are question, call me at 703 305-5409. 

Enclosure: 

~c~~ 
~:_~1< 

Dam Daniel 
Inseedcide-Rodeedcide Branch 
Registration Division 7505C 

fntomot Add ross (URL) • http://www.epa.gov 

•••••• • • • • • • • • 
•••••• • • • • •• 
••••• • • • • ••••• 

A9CY~ocyda1Xa •Prtnlcd wllll Vogetabto OH Sued Inks on R&cydod Papor {Minimum 30% Po:::tccnooroor) 

• • •••••• • 
•• • • • • • • • 

• 

• • • •• • • •• 
• 

• ••• • • •••• 
• •• • • • •••• 
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DATE: 22/NOV/2000 

SUBJECT: PRODUCT CHEMISTRY REVIEW OF MP [) EP's (X] 

FROM: 

TO: 

DP BARCODE No.: D270181 
REG.!File Symbol No.: 11556-REA 
PRODUCT NAME: Advantgge Plus 9 for Cats 

AND 
DP BARCODE No.: D270183 
REG.!File Symbol No.: 11556-REI 
PRODUCT NAME: Advanta1e Plus 10 for Dogs 

AND 
DP BARCODE No.: D270i84 
REG.!File Symbol No.: 11556-REL 
PRODUCT NAME: Advantaae Plus 20 for Doss 

AND 
DP BARCODE No.: D270182 
REG.!File Symbol No.: 11556-REO 
PRODUCT NAME: Advantage Plus 18 for Cats 

AND 
DP BARCODE No.: D27Q186 
REG./File Symbol No.: 11556-RET 
PRODUCT NAME: Advantaze Plus 55 for Dozs 

AND 
DP BARCODE No.: 1)270188 
REG.!File Symbol No.:11556-RGN 
PRODUCT NAME: Advantage Plus 100 for Doss 

COMPANY: Bayer Corporation 

Linda L. Kutney, Chemist L,.;...L_ L., \.J.J......... 
Product Chemistry Team · ~- · l 
Technical Review Branch (TRB)IRD (7505C) lt-L"Z.-00 

Tina Levine/Dani Daniel, PM #4 
Insecticide Branch!RD(7505C) 

INTRODUCTION •••••• • • • 

• • •••••• • .. . 
• • • . .. 

• • • • 
The Bayer Corporation previously applied for registration of six new Advantaic~ui; insecticides 

, 
intended to kill fleas on.difiierent :ll•dd" 

cats and dogs. The new products differs from the previous ones in that they i~an insect 
growth regulator, pyriproxyfen, to help control flea eggs, and contains an additional inert.• ~ 

-1-
. .. 
• • • •••• 
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• • 
(L_ Kutney) reviewed these data on June 2, 2000_ All six products contain identical CSFs (dated 
4-7-00) and separate proposed labels (dated 4-7 -00)_ This review sununarizes the Agency 
-conclusions included in the June 2, 2000, review, Bayer's October 27, 2000, rebuttal to the 
Agency's conclusions and the Agency's response to Bayer's rebuttaL 

Agency Conclusion of June 2. 2000 

Because the nominal concentrations of a.i. 'son the CSF are not identical to the label 
concentrations, the Registrant should resubmit the CSF and label and ensure that the 
concentrations of the a.i. 's are correct and identical. 

Bayer's Rebuttal of October 27. 2000 

"The nominal concentrations of a. i.'s on the CSFs and the draft product labels are identical. 
For example, the upper and lower certified limits for imidacloprid are 9.6% and 8.6%, 
respectively, and the nominal concentration for imadacloprid is 9.1% on both the CSF and the 
draft labeling. Please note, the upper, lower and nominal concentrations for imidacloprid are 
identical to those on the CSFs and labels for the 7 registered Advantage products (EPA Reg. 
Nos. 11556-116 through 11556-122). For ease of reference, a CSF fur Advantage 10, EPA Reg_ 
No. 11556-117, is enclosed. The Confidential Appendix of the review states ''The CSFfor the 
subject product contains a nominal concentration of imidac/oprid of 8.9% and of pyriproxyfen 
of 0.45% not 9.10% and 0.46%, respectively as stated on the proposed label " As 8.9<'A, is not 
on the CSF, we sunnise that this value may have been calculated to correct for percent purity of 
the technical material. Thus, the nominal concentrations of the a.i.'s on the CSF are identical to 
the label concentrations, and the CSF and draft labeling for the Advantage Plus products are 
correct." 

A1ency Response of November 21 

Subpart D-Product Chemistry Data Requirements, May 24, 2000, draft, defines the nominal 
concentration required by 158.155 as the "amount of active ingredient that is most likely to be 
present in the product when produced," in other words, the %active ingredient in the product 
(See also OPPTS 830.155, p.1). In addition, the nominal concentrations on the CSF and the 
draft label must be identical 

The Agency reiterates that "The CSF for the subject product contains a nominal concentration of 
imidac/oprid of 8.9% and of pyriproxyfen of 0. 45% not 9.10% and 0. 46%, respectively as stated 
on the proposed label. " Bayer is correct in assuming that the nominal concentration of 
imidacloprid is corrected to account for the fact that technical imidacloprid a.i. 

 pure, and technical pyriproxyfen a.i.  pure_ 
The nominal concentration of each a.i. from the CSF is calculated, as follows: 

-2-
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• • 
nominal concentration of the a.i. = 

The amount of each a.i (kg) .. column 13a x (% purity of a.i. technical) 
Total weight of components in column 13a 

Bayer may either make sure that the label stated concentration is adjusted to ·be identicaJ to the 
nominal concentrations of the a.i's or adjust the amount of each a.i. component so that the 
nominal concentration of each a.i. is identical to the proposed label concentration. 

Agency Conclusion of June 2. 2000 

The name and address of the suppliers ofinerts should be included on a revised CSF. 

Bayer's Rebuttal of October 27, 2000 

"Bayer acknowledges that the supplier(s) for "specialty" or proprietary materials must be listed on 
the CSF, but for those chemicals which are considered "commodity" chemicals, Bayer has not 
routinely listed the suppliers. As examples, the CSF's for the Advantage formulation (EPA Reg. 
Nos. 11556-116 through 11556-122) do not list the suppliers. The enclosed CSF for Advantage 
10, EPA Reg. No. 11556-117, is a specific example. The Agency has pennitted this in the past 
and acknowledges this practice which allows a change in source of these commodity chemicals 
without notification as pennitted under PR Notice 98-10, Section Ill. B, 1. 

As all of the inert ingredients in the proposed formulation for the A Plus products are commodity 
chemicals and are the same commodity chemicals which are in the Advantage formulation (Reg 
Nos 11556-116 through 11556-122) for which the Agency did not require the suppliers to be 
listed, Bayer would prefer not to list the suppliers of these chemicals for the Advantage Plus 
formulation." 

Azency Response of November 21 

The Agency routinely requests the names and addresses of suppliers of inerts on CSF's in order to 
be able to contact the supplier about the contents of their inerts, when necessary. The 
Instructions to EPA Fonn 8570-4, for Confidential Statement ofFonnula, Supplier Name and 
Address, number 11, specifY that the Registrant should, "Provide the name and address of the 
supplier of each component in the (CSF) formulation. If one or more components wiU be 
obtained from more than one source, specifY the names and addresses of the alternate sources 
also." There is no exception for 11commodity chemicals." 

A revised CSF including the name and address of the suppliers of inerts is still required. 

-3-
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Agency Conclusion of June 2. 2000 

The enforcement analytical method (40CFR 158.180) will be satisfactory, providing the 
Registrant submits a new copy not labeled "Confidential Business Informatio:n. '' This is a 3~97 
FIFRA requirement (Section 10 (d)(1))needed fur enforcement purposes, etc. 

Baver's Rebuttal of October 27. 2000 

"One copy of the method without any "confidential" markings is included with this letter. Please 
note that this method is to be used for a11 six product applications. 

Agency Response of November 21 

An analytical method labeled "CBI" is not permitted as an enforcement method. The Agency 
acknowledges the receipt of the enforcement analytical method without this label and considers 
that the requirement for analytical method (40CFR 158.180) is now satisfied. 

Item4 

Agency Conclusion of June 2. 2000 

Group B Product chemistry requirements listed in Series 830 Guidelines under 40CFR 158.190 
explodability (830-6315), Storage Stability of the Product (830-6317), miscibility (830-6319) and 
dielectric breakdown voltage (830-6321) have not been fulfilled and should be submitted. 

Bayer's Rebuttal of October 27. 2000 

El<J1lodabili!;y "The OPPTS Test GDL 830.6316 for Explodability states 'The explodability test is 
necessary for use in precautionary labeling of pesticides when the product is potentially explosive.' 
Previous Agency guidance ('Roadmap for Guidance to Product Chemistry Guidelines' report from 
Anne Lindsay ... ) on this data requirement stated the requirement is for dusts and dusts from 
granular or powdered products. The Advantage Plus formulation is a liquid formulation. 
Moreover, it is not potentially explosive. The currently registered Advantage formulation is not 
potentially explosive and the Advantage Plus formulation would be even less explosive ... " 

Agency Response of November 21 

Explodability 

The Agency is aware that Advantage Plus is a liquid formulation. Section 158.190 of the 40 
Code ofFederal Regulations states that explodability testing is required if the product is 

-4-
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• • 
potentially explosive. However, the requirement for data concerning explodability definitely 
applies to liquid end use products as well as dusts and dusts from granular or powdered products. 
In fact, some liquids have a very high explosive potential, e.g., nitroglycerine. 

Registrants are obliged to characterize the explodability of new end use products, in the absence 
of data or documentation to the contrary, the Agency may consider that any new product may be 
potentially explosive. Bayer has now certified that the currently registered Advantage 
formulation is not potentially explosive and the Advantage Plus formulation would be even less 
explosive ... due to substitution of substitution of organic some organic solvent with water. 

The requirement for explodability testing, OPPTS Test GDL 830.6316, is now satisfied. 

Bayer's Rebuttal of October 27, 2000 

Storage Stability As stated in 830.1000 Background for Product Properties Test Guidelines for 
the (viiii) OPPTS 830.6317 Storage Stability discussion on p 17: 

• "The requirement for data (storage stability) on the EP applies on when: The product use 
pattern is one for which performance (efficacy) data are required (40CFR 158.640); the 
results of the storage stability study indicate that the concentration of any active ingredient 
is not within the certified limits or degradates oftoxicological significance are detected in 
the study; or product instability is suspected or incidents of instability are reported." 

Advantage Plus does not meet any of these conditions, as it is an EP, it is not registered for the 
use patterns for which efficacy data are required under 40 CFR 158.640, and the product/a. i.'s 
are known to be stable. Thus, storage stability data for the Advantage Plus fonnulation should 
not be required for submission. 

Agency Response of November 21 

Product Properties Test Guidelines OPPTS 830.6317 (b) for Storage Stability states that, "The 
objective of storage stability testing is to detennine how long the product will retain the percent 
a.i. in its packaging material corresponding to its useful shelf life. The storage stability study 
provides data on change (or lack of change) in product composition over time, If certain 
ingredients decompose, other new chemicals are formed whose toxicity and other characteristics 
must be considered." Bayer should read 830.6317 for details concerning the requirements for 
storage stability testing. Storage stability testing is required end-use formulations, including the 
Advantage Plus formulation. 

Bayers Rebuttal of October 27, 2000 

Miscibility GDL 830.6319 for Miscibility states: 

• "This test is intended to detennine whether a pesticide solution is suitable for application 

-5-
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after dilution with oil or other nonpolar solvents where applicable, instead of water. Data 
on miscibility also provide necessary information to support acceptable labeling for tank 
mix and spray applications (if the tank mix of the pesticide product is oil based or diluted 
with oil)' 

Azency Response of November 21 

GDL OPPTS 830.6319 for miscibility states, "Data on the physical and chemical characteristics of 
pesticide products are used to confirm or provide supportive infOrmation on their identity. Such 
data are used in reviewing the production or formulation process to produce the pesticide or 
product." However. the Agency is willing to concede that, as stated in 40 CFR 158.190 "the 
miscibility test is required if the liquid is an emulsifiable liquid and is to be diluted with petroleum 
solvents." Provided there is no alteration of use pattern for Advantage Plus which would involve 
dilution with petroleum or non-polar solvents, there will be no requirement imposed for miscibility 
testing. 

Bayers Rebuttal of October 27, 2000 

Dielectric Breakdown Voltage 

... Advantage Plus is to applied directly to dogs and cats in small volumes ... use is not around 
electric equipment ... 

Agency Response of November 21 

GDL 830.6321 states that dielectric breakdown voltage is required when the pesticide product is 
used on or in the vicinity of electrical equipment and electrical conduits. Dielectric breakdown 
voltage will not be required for this product, provided there is no alteration of use pattern which 
would increase exposure of the pesticide handlers to electrical equipment or electrical conduits. 

The requirement for data concerning dielectric breakdown voltage is now satisfied. 

-6-
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SUBJECT: PRODUCT CHEMISTRY REVJEW OF MP [] EP [X] 

DP BARCODE No.:D265763 REG./File Symbol No.:II556-REA 
PRODUCT NAME: Advantage Plus 9 for Cats 

COMPANY: Bayer Corporation 

1 Reviewer: Linda L. Kutney 

2. Company: Bayer Corporation 

3. Type of Submission: Registration [X] Reregistration [ ] New [X] Resubmission [ ] 
Amendment [] "ME-TOO" [X] Alternate Formulation [ ] Experimental Use Permit [ 
] Other (SpecifY) 

4. If"Me-TOO" Registration, this product is [ ] is not [X] similar or substantially similar to 
EPA's Reg. No.: 
11556-116 

If not, comment in Confidential Appendix on the significant differences between the registered 
and the new source. 

CONFIDENTIAL STATEMENT OF FORMULA 

5. Type offormulation and the sources of active ingredients: 
• Non-integrated formulation system ..................... [X] 
• Are all technical grade active ingredients used registered? e yes [X] • no [ ], If no, 
specifY 
• Integrated formulation system ......................... [] 

6. Clearance of intentionally added ingredients in the formulation for the intended use 
(indicate in the Confidential Appendix those that are not cleared; the PC Code's should be 
provided by the chemist on the CSF for those that are cleared): 

6(a) Formulation intended for food use under 40CFR§I80.1001: 
• yes [ ] • no [X] • Some are cleared, others are not [ ] 

Cleared under list: • c[ ] • d[ ] • e [ ] 
Are there any limitations for use as an inert under 40CFR§l80.1001? 

• yes [] • no [X], If yes, specifY 

6(b) Formulation intended for non-fOod use: 
• yes [X] • no [ ] • Some are cleared, others are not [ ] 

6(c) Clearance by the FDA of certain formulations under 21CFR§I70 to 199,e.g.,(a) indirect 
food additives, such as food contact surface sanitizers; adhesives, coatings, paper and 
paperboard products that may contact food in packaging or holding; & (b) substances 

-7-

135



• • 
generally recognized as safe, GRAS 

• yes [ ] • no [X] • Some are cleared, others not [ ] 
If yes, the entire formulation is cleared under 21 CFR§ 

7. The density, pH, and flammability values given on the CSF are identical with those of 
GRN 830.7300(density), 830.7000(pH), and 830.6315(Flarnmability), respectively: 0 
yes[X] Ono[] 

8. The nominal concentrations (NC) of the active ingredients and the upper and lower 
certified limits (UCL & LCL) are as follows: 

Active ingredient(s) REG-NO %by weight 
NC Uct LCL 

lmidacloprid 

Pyriproxyfen 

9. The calculated NCs, based on the pufe active ingredients {PAl), are identicaJ to those on 
the label: 

Oyes[] •no[X] 
Not acceptable for imidacloprid and Pyriproxyfen-as required in PR Notice 91-2 

10. The certified limits are within the standard limits as per 40CFR§l58.175 or are adequately 
explained if different: • yes [ ] • no [X] 

PRODUCT LABEL 

1 L The chemical names of the active ingredients on the label are identical to those on the 
CSF: • yes [X] • no [ ] 

12. The appropriate physical and chemical hazards statement regarding flammability or 
explosive characteristics of the product are given on the label: 
• yes [ ] • no [ ] • not applicable [X] 

13. The storage and disposal instructions for the pesticide and container are in compliance 
with PR Notice 84-1 for household use products or PR Notice 83-3 for all other uses: 

eyes[X] •no[] 

-8-
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PRODUCT CHEMISTRY DATA (SERIES 830 Subgrou A & Subgroup B 

14. Chemical IDs/Manufacture/ Data Required MRIDNo. 
Analytical Information Fulfilled 

New Guideline:830.·-

1550. Chemicalldentity(CSF) N 450969-02 

1600. Beginning Materials y 450969-02 
1620. Formulation Process 

1670. Discussion of Impurities y 450969-02 

1700. Preliminary Analysis y 450969-02 

1750. Certified Limits(CSF) N 450969-02 

1800. Enforcement of Analvtical Method y 450969-01 

15. PhysicaVChemical Data Value or MRIDNo. 
Properties Required Qualitat. 

New Guideline No. 830.-- Fulfiiied Descrip. 

6303. Physical State y Liquid 450969-03 

7300. Density/Bulk Density y 1.092 lbslgal 450969-03 

7000. pH NA 6.02 450969-03 

6314. Oxid!Red Action y No ox. Or red. 450969-03 
Action 

6315. Flanunability-Fiash Point y above 100.2°C 450969-03 

6315. Flame Extension NA -
6316. Explodability y -- 10-27-00 

Bayer 
rebuttal 

6317. Storage Stability. N -- --
7100. Viscosity y 5.13 eSt 450969-03 

-9-
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6319. Miscibility y -- 10-27-00 

Bayer 
rebuttal 

6320. Corrosion Characteristics y Non~corrosive 450969-03 
as packaged, 
tested for 
about 30 days 

6321. Dielectric Breakdown Voltage y --- 10-27-00 
Bayer 
rebuttal 

. . 
Explanations. Y- The Requrrements Were Fulfilled; N- The Requrrements Were Not FulfiUed; 
NA = Not Applicable; G ~ Data Gap; U = Requires Upgrading; I ~ Incomplete or In Progress; W ~ 
Waived. 

-10-
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Doug 
Spllker/SHAWN/AGCH 
EM/US/BAYER 

To Davis.Kable@apamail.epa.gov 

cc 

• 
07/081200911:18AM bee Bruce Martin@BAYER-US-NOTES; Rex 

Henry/SHAWN/AGCHEM/US/BAYER@BAYER-US.NOTES; 
Jochem 
Aueter/SHAWN/AGCHEMIUS/BAYER@BAYER-US-NOTES; 
john@ectodev.com 

subject Re: Advantage Plus (EPA R!£1. Nos. 11556-125, -127, -128, 
-130)- Final Stability Report~ 

Bo, 
We understand that the final 12-month storage stability study to support the registration of 
the subject products is due1o the Agency by May 31, 2010. As demonstrated by the 
submission of the interim report, this study is in progress and we plan to meet the 
Agency's deadline. 
Sincerely, 
Doug 

Doug Spilker 
Manager- EPA Reg. Affairs 
BAYER HEALTHCARE LLC 
ANIMAL HEALTH 
Offtce: +1 913-268-2751 
Mobile: +1 816-506-3102 
Fax: +1 913-268-2135 
Email: doug.spilker.b@bayer.com 

Address: 
P.O. Box390 
Shawnee Mission, KS 66201-0390 
Country: USA . 

Bayer Animal Health "Powered by People, Driven by Science" 

Davis.Kable@epamail.epa.gov 

Oavis.Kable 
@epamall.ep 
a.gov 

To Doug Spilker <doug.spllkor.b@bayer.com> 

cc 
07107/2009 
08:01AM Subject Re: Advantage Plus (EPA Reg. Nos. 11556-125, -127, -128, 

-130)- Interim Stability Report 

Doug- • ••••• • • • • • • • • 
Thanks for sending the interim report. Please confirm that Y~•••• 
understand that the completed report must be formally subrnitted~o! 
the • 
Agency by May 31, 2010. ••:•·. 

• • 
Have a great Tuesday! 
Bo 

••••• 

• • •••••• • 
•• • • • • • • • 

• 

• • • • • •• •• 
• 

• ••• • • •••• 
• •• • • • •••• 
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Kable Bo Davis, MS 
Entomologist 

• 
U.S. Environmental Protection Agency 
Insecticide-Rodenticide Branch 
Registration Division (7505P) 
1200 Pennsylvania Ave. NW 
Washington, DC 20460 

Tel: 703 306-0415 
Fax: 703 305-6596 
Email: davis.kable@epa.gov 

From: Doug Spilker <doug.spilker.b@bayer.corn> 

To: Kable Davis/DC/USEPA/US@EPA 

Cc: Venus Eagle/DC/USEPA/US@EPA 

Date: 07/02/2009 08:54 AM 

• 

Subject: Advantage Plus (EPA Reg. Nos. 11556-125, -127, -128, 
-130) - Interim Stability Report 

Dear Mr. Davis, 
Reference is made to the Agency's letter of April, 20, 2009, 
granting an 
extension in time to conduct the storage stability (830.6317) 
studies 
required to support the continued registration of the subject 
products. 
As requested, please find attached our 3-month interim report for 
this 
study, showing that the product is within specifications at the 
3-month 
testing point. The interim report also lists the other testing 
points 
for your information. 

If you have any questions on this information, 
please let us know. 

Sincerely, 
Doug 

Douglas A. Spilker, Ph.D. 
Manager - EPA Reg. Affairs 
BAYER HEALTHCARE LLC 
ANIMAL HEALTH 
Office: +1 913-268-2751 
Mobile: +1 816-506-3102 
Fax: +1 913-268-2135 
Email: doug.spilker.b@bayer.com 

• ••••• • • • • •• • • 
•••••• • • • • 
•••• • • • ••••• 

• • •••••• • 
• • • • • • • • • 

• 

• • • •• •• •• 
• 

• ••• • • •••• 
• •• • • • •••• 
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• 
Address: 
P.O. Box 390 
Shawnee Mission, KS 66201-0390 
Country: USA 

• 
Bayer Animal Health wpawered by People, Driven by Science~ 

The information contained in this e-mail is for the exclusive use 
of the 
intended recipient(s) and may be confidential, proprietary, and/or 
legally privileged. Inadvertent disclosure of this message does 
not 
constitute a waiver of any privilege. If you receive this message 
in 
error, please do not directly or indirectly use, print, copy, 
forward, 
or disclose any part of this message. Please also delete this 
e-mail 
and all copies and notify the sender. Thank you, 

For alternate languages please go to 
http://bayerdisclaimer.bayerweb.com 
(attachment "Adv Plus Storage Stab Interim. PDF~ deleted by Kable 
Davis/DC/USEPA/US] 
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• 
Doug 
Spilkor/SHAWN/AGCH 
EM/US/BAYER 

0710212009 07:42AM 

To Kable eo Davis, 

cc Venus Eagle 

bee 

• 
Subject Advantage Plus (EPA reg. Nos. 11556-125,-127,-128, -130) 

Dear Mr. Davis, 
Reference is made to the Agency's letter of Aprn, 20, 2009, granting an extension in time 
to conduct1!1e stomge stability (830.6317) studies roqulrud to suppon tho continued 
registration of 1t1e subject products. As roq-. please find al1act1od our 3-month 
in!Brim report for this study, showing 1!181 1!18 product is within specifications at tho 
3-month testing point The interim report also lists lhe other testing points for your 
infonnation. 

If you have any questions on this Information, 
please let us know. 

Sl""""'ly, 
Doug 

Douglas A. SpHker. Ph.D. 
Manager- EPA Rng. Affairs 
BAYER HEALTHCARE llC 
ANIMAL HEALTH 
Oflice: +1 913-268-2751 
Mobile: +1816-506-3102 
Fax: +1913--:z68..2135 
EmaR: doug.spllker.b@bayer.oom 

Address: 
P.O. Box390 
Sbawnao Mission, KS 66201-D390 
Counlly: USA 

Bayer Animal Health "Powered by People, Driven by Scienoa" 

~ 
ArN A.ll Storage Stab lnlolin.POF 
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• Ecto Development Corporation 
1229 N. Jesse James Road 

Excelsior Springs, Mo 64024 

Stability Report 

• 
Pagel of3 

Product: Advantage Plus (Bayer HealthCare, LLCX also known as M880 lnseeticide) 

Study No.: M880S02 Reg. No.: EPA Reg. No.: 11556-128, 11556-125, 11556-127, 
11556-130* 

Report To: Joe Dyer 
Bob Pennington 
Cody Pennington 
Jochem Rneter 

Time Point 
Omonth 
3 month 
6month 
9month 

Lot number, Size and Amount in Storage: 
l'a<kage 

A 
B 
c 
D 
E 

Lll! 
KP058CN 
KP058CL 
KP058CD 
KP058CB 
KP058CA 

Packaging Type: 

Package Bayer Tube 

~ 
4x4mL 
4x2.5mL 
6xlmL 
6x0.8mL 
6x0.4mL 

A 
B 
C 
D 
E 

Date 
03/25/09 
06/25/09 
09/25/09 
12125/09 

Time Point 
12 month 
18 month 
24mouth 

Date 
03/25/10 
06/25/10 
09/25/10 

Number ill storage 
40 packages 
40 packages 
40 packages 
40pocknges 
40paclmses 

Buer Foil No. Bayer Liddinc No. 

Storage Location: Ecto stability Room B Storage Conditions: ambient room remperature 

Stability type: GLP Deserlptlon: clear amber 

'The four EPA JOgis1mrion numbers liskd ln thilneport are for the dog products. This SIDbility study will also be 
used to support the proposed registmtion for cats. Package D,1he 0.8 mL size, is for large cats and is not CW"t''Otly 
resm- with EPA. 

Ana!vaes 
Appearance 
Imidacloprid 
Pyriproxyfen 
Corrosion of package 

Tamet 

9.10"/o 
0.46% 

Limits 
Confunns to description 

8.6%-9.6% w/w 
0.4lo/...0.51% w/w 

note any corrosion or changes in tube 

Mctbod 
visual (pnss/lioil) 

Ecto 105 (BayerTMC 1402) 
Ecto 105 (BayerTMC 1402) 

visnal (pnss/lioil) 
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• • 
Stability Report Page 2of3 

Product: Advantage Plus (Bayer HealthCare, ll..C)( also known as M880 Insecticide) 

Study No.: M880S02 Reg. No.: EPA Reg. No.: 11556-128, 11556-125, 
11556-127, 11556-130 

% Im!dadoprid Oimits 8.6%-9.6% w/w) 

Time Point Analys1/Date Package Package Package Package Package 

Reported A B c D E 

Omonth 1. Rose -03/30/09 9.15 9.05 9.24 9.31 9.16 

3 month 1. Rose -06/26/09 8.69 8.71 9.03 9.16 9.08 

6month 
9 month 

12 month 

18 month 

24 month 

% Pyrip.-oxvfen (!!m!ts 0.41% - 0.51% w/w) 

Time Point Analyst/Date Package Package Package Package Package 

Reported A B c D E 

Omonth 1. Rose -03/30/09 0.45 0.45 0.46 0.47 0.46 

3 month 1. Rose --06126/09 0.45 0.43 0.47 0.48 0.45 

6month 
9 month 

12 month 

18 month 

24 month 
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• • 
Stability Report Page3of3 

Product: Advantage Plus (Bayer HealthCare, LLC)( also known as M880 Insecticide) 

Study No.: M880S02 Reg. No.: EPA Reg. No.: 11556-128, 11556-125, 
11556-127, 11556-130 

Product Appearance (clear amber) 

Time Point Analyst/Date Package Package Package Package Package 

Reported A B c D E 

Omonth J. Rose -03130/09 pass pass pass pass pass 

3 month J. Rose -06/26/09 pass pass pass pass pass 

6month 

9 month 

12 month 

18 month 

24 month 

Package appearance (no leaking. no com>sion, do tube deformation} 

Time Point Analyst/Date Package Package Package Package Package 

Reported A B c D E 

0 month 
J. Rose -03/30/09 pass pass pass pass pass 

3 month J. Rose -()6/26/09 pass pass pass pass pass 

6month 

9 month 

12 month 

18 month 

24 month 

Reported by: --k2-... ._,. 't-,.....f::.J2~ ____ Date: 7/al fJi 
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• • 
UNITED STATES ENVIRONMENTAL PROTECTION AGENCY 

WASHINGTON, D.C. 20460 

Douglas A. Spilker 
Bayer HealthCare LLC 
Animal Health Division 
P.O.Box390 
Shawnee Mission, KS 66201-0390 

Dear Dr. Spilker: 

APR 2 0 1009 

OFFICE OF 
PREVENTION, PESTICIDES 
AND TOXIC SUBSTANCES 

Subject: Storage Stability and Corrosion Characteristics; Request for Time-Extension 
EPA Registration No. !1556-125, 11556-127, 11556-128, 11556-130 
Date Submitted: March 12, 2009 

The Agency has received your request to extend the due date for submittal of storage stability 

(830.6317) and corrosion characteristics (830.6320) studies as required by Registration Notices dated 

September 18, 2007 for the products referenced above. These conditions of registration must be 

received by the Agency no later than May 31, 2010. lfthese conditions are not·cornplicd with, the 

registrations will be subject to cancellation in accordance with FIFRA section 6(e). Your release for 

shipment of the product constitutes acceptance of these conditions. lfyou have any questions regarding 

this letter, please contact me at (703) 306-0415. 

Sincerely, 

x~~=-,2_~-
Kilble Bo Davis 
Entomologist 
Insecticide-Rodenticide Brach 
Registration Division (7505P) 
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• 
Bayer HealthCare 
Animal Health Division 

Via Federal Express 

March 12, 2009 

Document Processing Desk (NO REGFEE) 
Office of Pesticide Programs (7504P) 
U.S. Environmental Protection Agency 
Room S-4900, Ooe Potomac Yard 
2777 South Crystal Drive 
Arlington, VA 22202-4501 

Attention: Ms. Venus Eagle!PM01 
Registration Division (7505P) 

Subject: Advantage Plus 10 for Dogs (EPA Reg No. 11556-128) 
Advantage Plus 20 for Dogs (EPA Reg No. 11556-125) 
Advantage Plus 55 for Dogs (EPA Reg No. 11556-127) 
Advantage Plus 100 for Dogs (EPA Reg No. 11556-130) 
Requests for Extension in Time for Submission of 

Storage Stability/Corrosion Studies: 

Dear Ms. Eagle: 

• 

On September 18,2007, the Environmental Protection Agency granted the 
Conditional Registration of the subject products. based on conditions 
among which was the submission of reports to fulfill the data requirements 
for storage stability (830-6317) and corrosion characteristics (830-6320). 
These data were. to be submitted within eighteen months of the date of [the 
registration]. This letter is to request an appropriate extension in time for 
submission of these data to support the continued conditional registration 
of all four (4) products. 

Although the registration of these products for use for flea control on dogs 
was granted, these products have never been produced, packuged or sold. 
As the Agency is aware, the original set of applications included two 
additional products with the identical fonnulation for use on cats and 
kittens. These registnttions (11556-126 and -129) were subsequently 
voluntarily cancelled pursuant to Section 6(0 of FIFRA. Currently 
additional studies are in process to allow for Bayer Animal Health to apply 
for this same formulation to again be registered for use on cats and kittens. 

Bayer HoollhCera LLC 
Anlmoi- .,_, 
P.O. Box300 
Shawnee Mlsslon, KS 86201 

Phone: 913 268-2000 
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• Ms. VenusEagle/PMOI 

Regislmtion Division (7505P) 

• Page2 

March 12, 2009 

It is Bayer's intention to wait to introduce these products as a full product 
line into the marketplace when all of the dog and cat products have been 
granted EPA registration. That is, we have no intention of producing, 
packaging or selling any of the products with this formulation wttil such 
time as we have submitted and received the new registration of the 
products for use on cats and kittens. All of these products (both dog and 
cat) contain the identical formulation, but packaged differently depending 
on the sizes of the animal. 

As was discwsed in the meeting March 5, 2009 with you and Mr. Davis, 
and subseqnently agreed to in the e-mail of March 10,2009 (Kable Davis 
to Doug Spilker), Bayer Aninutl Health will start the stability and 
corrosion studies to support the registrations of the subject products by 
April!, 2009. We fUrther agree to provide the Agency with a 3-month 
interim report from the stability studies. We therefore request a revised 
due date of May 31, 2010, for the completion and submission of the 
studies to fulfill the data requirements of storage stability (830-6317) and 
corrosion characteristic (830-6320). 

If you need further infonnation or clarification of this request, please call 
me (913-268-2751). 

Douglas A. Spilker. Ph. . 
Manager, EPA Regulatory Affairs 
Doug.Spilker.b@Bayer.com 

DAS/It 
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• • • 

Appendix 4 

•••••• • • • • • • • • 
•••••• • • • • •• 
••••• • • • • ••••• 

• • •••••• • 
•• • • • • • • • 

• 

• • • • • • ••• 
• 

• ••• • • •••• 
• • • • • • •••• 
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•' • • 
UNITED STATES ENVIRONMENTAL PROTECTION AGENCY 

WASHINGTON, D.C. 20460 

August30,2000 

MEMORANDUM 

EPA File Symbol: 11556-REA Advantage• Plus 9 for Cats 
DP Barcode: D265764 
Case No: 068807 

OFFICE OF 
PREVENTION, PESTICIDES 

AND 
TOXIC SUBSTANCES 

PC Codes: 1290991midacloprid; 129032 Pyliproxyfen 

G '~-n~ 1'?( l 0 ( '\_P D 0 

From: Byron T. Backus, Ph.D., Toxicologist 
Technical Review Branch 
Registration Division (7505C) 

To: Helene Danielffina Levine, PM 04 
Insecticide-Rodenticide Branch 
Registration Division (7505C) 

Registrant: Bayer Corp. 

ACTION REQUESTED: Review a six-paG]t.of acute toxicity studies. These studies are 
being used to support the proposed registrations of 6 products, which will be used to 
control fleas on domestic animals. The MRID numbers of these studies are 45096904 
through 45096909. 

• • •••••• • 
COMMENTS AND RECOMMENDATIONS: The six acute toxicity studies have !1ft Pe~n 
classified as acceptable, and the proposed product, EPA File Symbol)f$!i}i-RE:A • • 

1 

• • 
•••••• • • ' . • • •• ••••• •••• • • 
••••• • • 

•••• • •••• . .. 
• • • •••• 
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... (ADVANTAGE PLUS 9 F~ CATS) has the following acute tolty profile: 

Acute Oral LD50 
Acute Dermal LD50 
Acute Inhalation LC50 
Primary Eye lrrtlation 
Primary Dermal Irritation 
Dermal Sensitization 

Ill 
IV 
IV 
Ill 
IV 
No 

Acceptable 
Acceptable 
Acceptable 
Acceptable 
Acceptable 
Acceptable 

These studies were conducted on a formulation containing 9.1% lmidacloprid and 
0.9% Pyriproxyfen. The proposed product has a label declaration of9.1% lmidacloprid 
and 0.46% Pyriproxyfen, with 90.44% inert ingredients. 

It is emphasized that there are additional studies (companion animal safety studies) 
which have been submitted in support of the registration of this product. These 
companion animal safety studies should be reviewed and classified as acceptable 
before this product is registered. 

Since the Oral LD., value is below 1500 mg/kg, and this product has residential uses, 
then it will require Child Resistant Packaging (CRP). 

The following is the precautionary labeling for this product, based on the acute toxicity 
profile given above, and as obtained from the Label Review System: 

Date: 08/30/00 LABEL REVIEW SYSTEM 

ID #: 011556-00126 Advantage Plus 9 for Cats 

SIGNAL WORD: CAUTION 

PRECAUTIONARY STATEMENTS: 

Harmful if swallowed. Causes moderate eye irritation. Avoid contact 
wtlh eyes or clothing. 

STATEMENT OF PRACTICAL TREATMENT (SOPl): 

IF SWALLOWED: Call a poison control center or doctor immediately for 
treatment advice. Have person sip a glass of water if able to swallow. 
Do not induce vomiting unless told to by a poison control center or 
doctor. Do not give anything by mouth to an unconscious person. 

IF IN EYES: Hold eye open and rinse slowly and gently wtlh water for 15-20 
minutes. Remove contact lenses, if present, alter the first 5 minutes, then 
continue rinsing eye. Call a poison control center or doctor for treatment advice. 

2 
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"· NOTE TO PHYSICIAN: • • Note to PM/CRM/Registrant: The proposed label should contain a "Note 
to Physician." The following statements are suggested types of 
information that may be included, if applicable: 

technical information on symptomatology; 
use of supportive treatments to maintain life functions; 
medicine that will counteract the specific physiological 
effects of the pesticide; 
company telephone number to specific medical personnel who 
can provide specialized medical advice. 

3 
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( 

DATA REVIEW FOR ACUT.RAL TOXICITY TESTING (870.110-onnerly §81-1)} 

Product Manager: 04 
MRID No.: 45096904 

Reviewer: Byron T. Backus, Ph.D. 
Study Completion Date: September 30, 1999 
Study No.: 99-A12-DZ 

Testing Facility: Bayer Corporation, Agriculture Division Toxicology, Stilwell, Kansas 
Author: Sturdivant, D.W. 

Quality Assurance (40 CFR §160.12): Included (p. 6-7) 

Test Material: lmidacloprtd (9.1%)/Pyrtproxyfen (0.9%) Spot On; a clear yellow to light brown 
liquid, Lot No. 99-625-41 

Species: Rat; Wistar Hannover (Cri:Wi(Gix/BRUHan)IGS BR 
Age: Young adult (Males: 9-10 weeks; Females: approximately 12 weeks) 
Weight: Males: 194-242 g; Females: 159-207 g 
Source: Charles River Laboratories, Raleigh, NC 

Conclusion: 
1. LD,. (mg/kg): 

Malee: 
Females: 
Combined: 

2. The estimated LD,.Is 
3. Tox. Categooy: Ill 

= 1283 (95% C.L: 680-1578) mg/kg 
= 1000 (95% C.L: not calculable) mg/kg 
= not reported 
= 1000 mg/kg 
Classification: Acceptable 

Procedure (Including dsvlatlons from 870.1100): "Groups of six male and six female rats 
were treated by gavage at vaoying concentrations of lmidacloprtd (9.1 %)/Pyriproxyfen (0.9%) 
Spot On in vehicle (deionized water/PEG 200 1:1 v/V)." Groups of male rats were treated at 
nominal doses of 1000, 1500 and 2000 mg/kg while groups of female rats were treated at 
nominal doses of 500, 1000 and 2000 mg/kg ... ~six male and six female rats were dosed with 
vehicle and served as concurrent control groups.~ 

Results· . 
Number of DeathsiNumber Tested 

Dosage (mglkg)' 
Males Females Combined 

0 0/6 016 0112 

500 - 0/6 -
1000 1/6 316 4/12 

1500 5/6 - -
2000 5/6 616 11/12 

'Average actual doses were 0, 1038, 1542 and 2145 m 1 for males and 0, 614, 1027 and g/kg 
2071 mglkgforfemales. 
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Observations: There were A::linical signs of toxicity In the female:Ased at 500 mg/kg. 
Symptoms at 1000 mg/kg in!IJded: brown nasal staining, brown oral'fl'aining, decreased 
activity, tremors and (females only) urine staining. Symptoms at 1500 and 2000 mg/kg included 
ataxia, decreased activity and tremors. Mortalities, when they occurred, were on days 0 to 2. 

Gross Necropsy: ~The following compound~related gross observations were observed at 
necropsy only in animals that were found dead: saflvation and nasal discharge in males and 
females, red discolored lungs and urine in males. There were no gross observations noted in 
females from the 500 mg/kg dose group or in males from the 1000 mg/kg dose group. Also, 
there were no gross observations noted in any surviving, treated male or female rats or in control 
male or female rats. 

5 
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DATA REVIEW FOR ACU .. ERMAL TOXICITY TESTING (870 •• 0, fonnerly §81-2) 

Product Manager: 04 
MRID No.: 45096905 

Reviewer: Byron T. Backus, Ph.D. 
Study Completion Date: September 30, 1999 
Study No.: 99-A22-EA 

Testing Facility: Bayer Corporation, Agriculture Division Toxicology, Stilwell, Kansas 
Author: Sturdivant. D.W. and Berry, L.A. 

Quality Assurance (40 CFR §160.12): Included (p. 6·7) 

Test Material: lmidacloprtd (9.1%)/Pyrtproxyfen (0.9%) Spot On; a clear yellow to light brown 
liquid, Lot No. 99-625-41 

Species: Rat; Wistar Hannover (Cri:WI(Gix/BRUHan)IGS BR 
Age: Young adult (Males: approximately 9 weeks; Females: approximately 12 weeks) 
Weight: Males: 192-245 g; Females: 174-210 g 
Source: Charies River Laboratories, Raleigh, NC 

Dennal LD., Testing: 

Conclusion: 
1. LD., (mg/kg): 

Males: 
Females: 
Combined: 

2. The estimated LD., is 
3. Tox. Category: IV 

> 5000 mglkg (0/6 died) 
> 5000 mglkg (1/6 died) 
> 5000 mglkg (1/12 died) 
> 5000 mg/kg 
Classification: Acceptable 

Procedure (Including deviations from 870.1200): "Hair from the dorsal and lateral areas of the 
trunk ... was removedon the day prior to dose application ... Groups of six males and six females 
each received a single dose of either 0 (deionized water) mglkg or 5000 mg of the undiluted test 
subetancelkg of body weight. For the animals treated with the lmidacloprtd (9.1%)/Pyrtproxyfen 
(0.9%) Spot On, measured aliquots of the undiluted test substance were applied un~orrnly ... 
directly to the shaved area of the animal's back and then a plastic-backed, two-ply gauze 
patch ... was used to cover the dosed area ... The gauze patch was held in place with 
hypoallergenic tape. The animal was then wrapped with an elastic bandage, which was also 
secured with tape. After a minimum of 24 hours, the bandages and patch were removed and the 
dose site was wiped using paper towels dampened with tap water to remove as much test 
substance residue as feasible without inducing skin damage ... • 

Results· . 
Number of Deaths/Number Tested 

Dosage (mg/kg) 
Males Females Combined 

0 016 0/6 0112 

5000 0/6 1/6 1/12 

Obeervatlons: "One female from the 5000 mg/kg dose group ... was found dead on post-

6 
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,------~~~~~-~---~----------------

treatment day 2 ... Clinical .s of red lacrimal staining, nasal stair\A; fecal and urine staining 
in males and females are c idered to be unrelated to treatment wW'the test substance since 
they occurred at a comparable incidence in control and treated animals. These signs as well as 
ungroomed appearance in two control males are ascribed to the manipulation and subsequent 
wrapping of the animal that is associated with dermal exposure and/or the use of Elizabethan 
collars ... Compound-related clinical signs of decreased activity, labored breathing, and rales 
were observed in one treated female which died on post-treatment Day 2." 

Gross Necropsy: ~There were no compound-related gross observations noted at necropsy for 
the males or females that survived until terminal sacrifice. Observations of nasal discharge and 
urine stained ventrum were observed in one treated female that was found dead on post
treatment Day 2 and were considered compound-related." 
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DATA REVIEW FOR ACU...,HALATION TOXICITY TESTING (.1300, fonnerly §81·3) 

Product Manager: 04 
MRID No.: 45096906 

Reviewer: Byron T. Backus, Ph.D. 
Study Completion Date: October 25, 1999 
Study No.: 99-A42-EB 

Testing Facility: Bayer Corporation, Agriculture Division Toxicology, Stilwell, Kansas 
Author: Sturdivant, D.W. 

Quality Assurance (40 CFR §160.12): Included (p. 6·7) 

Test Material: lmidacloprid (9.1%)/Pyriproxyfen (0.9%) Spot On; a clear yellow to light brown 
liquid, Lot No. 99-62541 

Species: Rat; Wistar Hannover (Cri:WI(Gix/BRUHan)IGS BR 
Age: Young adult (Males: approximately 9 weeks; Females: approximately 12 weeks) 
Weight: Males: 207-270 g; Females: 192·217 g 

Source: Charles River Laboratories, Raleigh, NC 

Conclusion: 
1. LC,. (mgll): 

Males: 
Females: 
Combined: 

2. Tho estimated LC,.Is 
3. T ox. Category: IV 

> 2.50 mg/L (0/6 died) 
> 2.50 mg/L (0/6 died) 
> 2.50 mg/L (0/12 died) 
> 4.21 mg/L 
Classification: Acceptable 

Procedure (Including deviations from 8700.13): Exposure was for four hours, and was nose
only. ~The test substance was generated as a liquid aerosol with a respirable particle size 
distribution." 

Exposure Concentration :1: S.D. Number of Deaths/Number Teeted 
mg/L 

(Analytically Detonnined) Males Females Combined 

o• 016 016 0/12 

2.50 ± 1.10 0/6 016 0/12 
• • .. . 'A group of 6 male and 6 female rats was shamp-exposed to conditioned a1r v1a the nose-only 
route for a single four~hour period.h 

Clinical Observations: There were no deaths. gCiinical signs observed during this study were 
red perigenital staining, fecal staining and ungroomed appearance and were observed only on 
Day 0. Although the Incidence of theae signs was slightly higher in animals exposed to the test 
substance than air-control animals, they are considered a resuH of restraint during the exposure 
period and are not considered compound-related.~ 

Gross Necropsy Findings: KNo gross observations were observed at necropsy during this 
study." 
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,----

I 

Chamber Atmosphere 

Analytical Nominal MMAD GSD 

3.20 2.61 

59% of the particle mass was less than 4 !Jm, and 26% was less than 1 !Jm. These percentages 
are the means of 5 samples. 

Other Information: 

Chamber Environment • 

Chamber Volume 27L 

Airflow (exhaust flow rate) 28LPM 

Mean Chamber Temperature 23.5 ·c 
Relative Humidity 81%• 

"The high relative humidity is attributed to a high percentage of water contained In the test 
substance formulation. 
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DATA REVIEW FOR PRIM. EYE IRRITATION TESTING (870 ••• previously §81-4) 

Reviewer: Byron T. Backus, Ph.D. Product Manager: 04 
MRID No.: 45096907 
Sponsor Study No.: 99C-135-FG 

Study Completion Date: November 19, 1999 
Study No.: Covance 90801932 

Testing Facifity: Covance Laboratories Inc., Madison, WI 53704 
Author: Glaza, S.M. 

Quality Assurance (40 CFR §166.12): Included (p. 4) 

Test Material: lmidacloprid (9.1%)/Pyriproxyfen (0.9%)/5.0% Water Spot On; a clear, light
yellow liquid, Lot No. 99-901-73 

Dosage: 0.1 mL 
Species: Rabbits; Albino, Hra(NZW) SPF strain 
Age: approximately 16 weeks of age 
Weight: 2.57-2.707 kg 
Source: Covance Research Products Inc., Kalamazoo, Ml 
Conclusion: 

1. Toxicity Category: Ill 
2. Classification: Acceptable 

Procedure (including deviations from 870.2400): Three rabbits were used. "The test 
substance was administered as received ... Initially one animal was treated and the resulls 
evaluated. Based on the irritation observed, the other two animals were then treated in the same 
manner. Each rabbit received 0.1 ml of the undiluted test substance placed into the everted 
lower lid of the right eye... The upper and lower lids were gently held together for 1 second to 
prevent loss of material and then released. The eyes of the rabbits remained unflushed 
immediately after treatment." 

Number "posltlve"/number tested 

Observations Hours Days 

1 24 48 72 4 7 14 

Unwashed eyes 

Corneal 3/3 3/3 3/3 3/3 1/3 0/3 0/3 

Iritis 3/3 3/3 3/3 213 1/3 0/3 013 

Conjunctivae: 

Redness1 3/3 313 3/3 3/3 213 0/3 0/3 

Chemosis1 313 3/3 3/3 213 0/3 0/3 013 

~r •• g ... , 

3/3 
as a~ 

213 3/3 213 0/3 0/3 ~ 

"Sodium fluorescein examinations were used to aid in revealing possible corneal injury at the 
observations conducted at 24, 48, 72, and 96 hours and Day 7 or until a negative response for 
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---~--~~~~-

that animal was obtained.~- • Summary: wAll 3 animals showed excessive pawing at the treated eye after test substance 
installation, and one animal vocalized following test substance instillation. All eyes had cleared 
by day 7 except for grade w1" conjunctival redness (not considered a positive response) in all 3 
eyes; at day 14 all scores were zero. 
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DATA REVIEW FOR DER.IRRITATION TESTING (870.2500, .iously §81·5) 

Product Manager: 04 
MRID No.: 45096908 
Sponsor Study No.: 99C-125·DL 

Reviewer: Byron T. Backus, Ph.D. 
Study Completion Date: October6,1999 
Study No.: Covance 90503024 

Testing Facility: Covance Laboratories Inc., Madison, WI 53704 
Author: Glaza, S.M. 

Quality Assurance (40 CFR §160.12): Included (p. 4) 

Test Material: lmidacloprid (9. 1%)/Pyrtproxyfen (0.9%)/5.0% Water Spot On; a clear, light
yellow liquid, Lot No. 99·625-41 

Dosage: 0.5 mL 
Species: Rabb~; albino, HRA:(NZW)SPF 
Age: approximately 15 weeks old 
Weight 2.308-2.554 g 
Source: Covance Research Products Inc., Kalamazoo, Ml 

Conclusion: 
1. T ox icily Category: IV 
2. Classificatlon: Acceptable 

Procodurs (including deviations from 870.2500): Three rabbits wore used. "The undiluted test 
substance was applied to the intact skin site on each animal's back (approximate exposure area 
6.25 en¥) in the amount of 0.5 mL Each area of application was covered with an 8-ply 2.5-cm x 
2.5-cm gauze patch secured with paper tape, loosely overwrapped with Saran Wra~. and 
secured with ElastoplasP tape to provide a semiocclusive dressing... At the end of the 4..tlour 
exposure period, the patches were removed and the test sites were washed using liquid Ivory* 
soap mixed with water, rinsed with water, and dried with disposable paper towels. Any residual 
test substance was removed from the test sites as thoroughly as possible without irritating the 
skin.~ 

Results: All scores (4, 24, 48 and 72 hrs) for erythema and edema were zero. The Pll = 0.0 
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DATA REVIEW FOR DE.L SENSITIZATION TESTING (870 .•• formerly §81-6) 

Product Manager: 04 
MRID No.: 45096909 
Sponsor Study No.: 99C-124-DN 

Reviewer: Byron T. Backus, Ph.D. 
Study Completion Date: October 6, 1999 
Study No.: Covance 90503026 

Testing Facility: FMC Corporation Toxicology Laboratory, Princeton, NJ 08543 
Author: Freeman, C. 

Quality Assurance (40 CFR §160.12): Included (p. 4) 

Test Material: lmidacloplid (9.1%)/Pyliproxyfen (0.9%)/5.0% Water Spot On; a clear, light
yellow liquid, Lot No. 99-625-41 

Positive Control Material: alpha-hexylcinnamaldehyde 
Species: Guinea pigs, albino; Crl:(HA)BR 
Age: Young adult; 5-7 weeks of age at initiation of dosing 
Weight: 375-468 g 
Source: Charles River Laboratories, Inc., Kingston, NY 
Method: modified Buehler 

Conclusion: 
1. There Is no indication that this product Is a dermal sensitizer. 
2. Classification: Acceptable 

Procedure (Including deviations from 870.2600): A group of 20 guinea pigs (10M and 10F) 
were exposed to the test material during both induction and challenge, while an additional group 
of 10 (5M and 5F) served as the naive controls, and were exposed at challenge only. In the 
inductiOn phase, ~the undiluted test substance was applied to each animal in the test group by 
placing 0.4 mL on an .adhesive patch (Hill Top Chambe,O, 25-mm diameter) and placing the 
patch on the induction site along the dorsal anterior left quadrant. The patch was covered with 
dental dam and overwrapped with Elastoplast' tape. The dressing remained in place for a period 
of 6 hours after which it was removed. Any residual test substance was then removed from the 
application site using water and disposable paper towels. 

The laboratory test system was validated by using alpha-hexylcinnamaldehyde as a positive 
control within the previous six months (positive control study completed August 4, 1999; study 
w~h lmidacloprid (9.1%)/Pyriproxygen (0.9%) Spot On was completed on October6,1999). 

In the induction phase, 0.4 mL aliquots of the undiluted test material were applied using Hilltop 
Chambers, with 6-hour exposure periods. The animals In the test group received one 
application per week for a totel of three applications. Challenge was 2 weeks after the last 
induction application with the same amount of test material at a previously unexposed site; in 
addition to the 20 animals which had been previously exposed, a group of 10 naive animals was 
similarly treated. 

Results: There was no irritation (all scores were zero) at 24 hours following each induction 
application. At challenge, 2120 previously induced animals, as well as 1/10 naive controls, 
showed a score of 0.5 at 24 hours. All animals (previously induced and naive control) scored 0 
at 48 and 72 hrs following challenge treatment. 
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" . ACUTE TOX ONE-LINERS. • 1. DP BARCODE: D265764 
2. PC CODE: 1290991midacloprid; 129032 Pyriproxyfen 
3. CURRENT DATE: August 30, 2000 
4. TEST MATERIAL: lmidacloprid (9.1%)/Pyriproxyfen (0.9%) Spot On; a clear yellow to light 

brown liquid, Lot No. 99-625-41 (used for all studies except primary eye 
irritation); Lot No. 99-901-73 (used for primary eye irritation) 

~~ •h 

~ 
MRID Results 

Ar :11t~ oral toxicity/ratiBayer Corp. 45096904 LD., (M) ~ 1283 (95% C.L. Ill A 
T oxicology/99-A 12-DZ/SEP-30·1999 680·1678) mg/kg; LD., (F)~ 

1000 (95% C.l. not 
calculable) mg/kg 

,,. dermal i ~~~ 45096905 LD., > 5000 mg/kg (0/6M, IV A .... 1/6F females died following 
at this level) 

inhalation toxicity/raVBayer 45096906 LC150 > 2.50 mg/L (males, IV A I ;:ies· Toxicology /99A42-EB/OCT-25· females, combined). No 
mortalities following 4-hr 
exposure to this 
concentration. 

Primary eye irritationlrabbiUCovance 45096907 Three eyes tested: All Ill A 
Laboratories lnc./Covance showed corneal opacity 
90801932/NOV-19·1999 through 72 hrs. All eyes had 

cleared by day 7 except for 
grade "1" conjunctival 
redness (not considered a 
positive response) In all3 
eyes; at day 14 all scores 
were zero. 

Plimary dennal irritation/rabbit/ 45096908 All scores zero at 1, 24, 46 IV A 
Covance Laboratories lnc./Covance and 72 hill. PII=O.OO. 
90503024/0CT -6·1999 

Dennal sensitization/guinea pig/ 45096909 Not a sensitizer - A 
Covance Laboratories lnc./Covance 

Core Grade Key: A =Acceptable, S =Supplementary, U =Unacceptable, V • Self Validated 
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Bo, 

• 
Doug 
Spllkor/SHAWN/AQCHEMIUS 
/BAYER 

03131/200902:15 PM 

• 
To davis.kable@epa.gov 

cc Harish 
Chopade/SHAWNfAGCHEMIUS/BAYER@BAYER-US-NOT 
ES 

bee Douglas 
Hutchens/SHAWNJAGCHEMIUSIBAYEA@BAYER-Us.NOT 
ES: Bruce 
Martin/SHAWN/AGCHEMIUS!BAYER@BAYEA-US-NOTES; 
D'" 
Cls:owski/SHAWN/AGCHEM!USIBAYEA@BA YEA-US-NOT 
ES 

Subject CAP Discussion wrth Or. Gross 

Just a note. Rosalind Gross called today (-9:30 COT), and Dr. Chopade {Bayer) and 1 spoke with her 
regarding her Input on the document we recentfy {3/30/09) sent on the CRP testing. Since she called us, I 
assume you gave her the go-ahead. She had three baslc comments to Improve our testing: 

1. We should use the most recent acute oral toxicity study {Bayer Report No. 75922; MRID 47089411) 
to calculate the Toxic Dose, rather than the one listed In the Reference- Page 1. 

2. In the Tube Failure Criterion, It should be considered a failure If the child has access to any amount of 
water (from the tube). 

3. In the Tube Failure Criterion (adults), It should be considered a failure If the participant opens the 
package Improperly, that Is not using scissors. How this should be discussed with Great Lakes 
Marketing (contractor). 

Since this was just guidance from her, It Is our understanding that no additional action is needed by us, 
unless we have further questions. 

For your Information, 
Doug 

Doug Spilker 
Manager- EPA Reg. Affairs 
BAYER HEALTHCARE LLC 
ANIMAL HEALTH 
Office: +1913-268-2751 
Mobile: +1 816-506-3102 
Fax:+1913-268-2135 
Email: doug.spilker.b@bayer.com 

Address: 
P.O. Box390 
Shawnee Mission, KS 66201-0390 
Country: USA 

Bayer Animal Health "Powered by People, Driven by Science" 
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Davls.Kablo@Gpamall.epa.go 
v 

To Doug Spilker <doug.spllker.b@bayer.com> 

'' 03/3112009 04;52 AM 
boo 

Subject Re: CRP Testing for Revised Packaging of Advantage Plus 
Products 

Excellent. Thanks, Doug. I will forward this information on, 

Have a great, Tuesday. 
Bo 

Kable Bo Davis, MS 
Entomologist 
U.S. Environmental Protection Agency 
Insecticide-Rodenticide Branch 
Registration Division {7505P) 
1200 Pennsylvania Ave. NW 
washington, DC 20460 

Tel: 703 306-0415 
Fax: 703 305-6596 
Email: davis.kable@epa.gov 

1------------> 
I From: I 
!------------> 

>---------------------------------------------------------------------------------------------------------------------------------------1 
!Doug Spilker <doug.spilker.b@bayer.com> 

>----------------------------------------------------------------------------
-----------------------------------------------------------1 1------------> 
I To: I 
1------------> 

>----------------------------------------------------------------------------
-----------------------------------------------------------1 

!Kable Davis/DC/USEPA/OS@EPA 

>---------------------------------------------------------------------------------------------------------------------------------------1 
1------------> 
I Cc: I 
1------------> 

>----------------------------------------------------------------------------
-----------------------------------------------------------1 

IHarish Chopade <harish.chopade.b@bayer.com> 

>---------------------------------------------------------------------------------------------------------------------------------------1 
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1------------> 
I Date: I 
1------------> 

>----------------------------------------------------------------------------
-----------------------------------------------------------1 

!03/30/2009 03:25 PM 

>---------------------------------------------------------------------------------------------------------------------------------------1 
1------------> 
I Subject: I 
1------------> 
>---------------------------------------------------------------------------------------------------------------------------------------1 

ICRP Testing for Revised Packaging of Advantage Plus Products 

>----------------------------------------------------------------------------
-----------------------------------------------------------1 

Dear Mr. Davis, 
Reference is made to the meeting of March 4, 2009 (BAR: D. Spilker; 
EPA: B. Davis, V. Eagle and R. Gross), which included a discussion on 
Advantage Plus for Dogs (11556-125, -127, -128, -130) and our plans to 
develop revised packaging for these products, as well as for the 
yet-to-be submitted Advantage IGR for Cats product. As you will recall, 
these products require child-resistant packaging. As we discussed, we 
understand that the full battery of tests with children and adult 
seniors, as well as with all package sizes (colors) and all package 
configurations {4-packs and 6-packs) is required. We will conduct these 
tests as before with Great Lakes Marketing Company, Toledo, Ohio. 

In the aforementioned meeting, we discussed with Or. Rosalind Gross the 
CRP Testing plans. In that conversation, Dr. Gross requested we send her 
some specific information about our protocol: a) the test failure 
criteria and b) confirmation that we will specifically instruct seniors 
to use only the scissors provided during the tests. To that end, 
please find attached a summary document addressing Dr. Gross' questions, 
including information especially on the toxic dose calculations, total 
number of studies needed, and the test failure criteria proposed for the 
CRP testing of Advantage Plus/IGR blisters. The failure rates shown in 
the attached are the same as used in the previously conducted studies ( 
Child test example: Bayer Report No, 75897; MRID 47089103 and Adult test 
example: Bayer Report No. 75898; MRID 47089104) that were used to 
support the currently registered Advantage Plus product/packages. 

We request that this information be forwarded to or. Gross to answer her 
questions. We are planning to conduct these studies in mid-April, so if 
Dr. Gross has any questions or comments, we would appreciate her 
feedback as soon is it is available. 

Sincerely, 
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• 
Doug Spilker 

Douglas A. Spilker, Ph.D. 
Manager - EPA Reg. Affairs 
BAYER HEALTHCARE LLC 
ANIMAL HEALTH 
Office: +1 913-268-2751 
Mobile: +1 816-506-3102 
Fax: +1 913-268-2135 
Email: doug.spilker.b@bayer.com 

Address: 
P.O. Box 390 
Shawnee Mission, KS 66201-0390 
Country: USA 

• 

Bayer Animal Health "Powered by People, Driven by Science" 

The information contained in this e-mail is for the exclusive use of the 
intended recipient(s) and may be confidential, proprietary, and/or 
legally privileged. Inadvertent disclosure of this message does not 
constitute a waiver of any privilege. If you rec@iVe this message in 
error, please do not directly or indirectly use, print, copy, forward, 
or disclose any part of this message. Please also delete this e-mail 
and all copies and notify the sender. Thank you. 

For alternate languages please go to http://bayerdisclaimer.bayerweb.corn 
{attachment "Advantage IGR CRP Testing -For EPA Review 3-21-'09.doc" 
deleted by Kable Davis/DC/USEPA/US) 
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• 
Doug 
Sp/lker/SHAWN/AGCHEM/US 
/BAYER 

03/3012009 02:21 PM 

Dear Mr. Davis, 

• 
To davis.kablo@epa.gov 

cc Harish 
Chopade/SHAWNJAGCHEM/US/BAYER@BAYER-US-NOT 
ES 

bee Mary 
HuntJSHAWNJAGCHEMIUS/BAYER@BAYER-US-NOTES; 
Dan 
CiszewskiJSHAWN/AGCHEMJUSJBAYER@BAYER-US-NOT 
ES; Bruce 
Martln/SHAWNIAGCHEMIUS/BAYER@BAYER-US-NOTES; 
Douglas 
Hutchena/SHAWNIAGCHEMIUSIBAYER@BAYER-Us-NOT 
ES;Jagdeep 
Buch/SHA\ftJN/AGCHEM/US/BAYER@BAYER-US-NOTES 

Subject CI:lP Testing for Revised Packaging of Advantage Plus 
Products 

Reference is made to the meeting of March 4, 2009 (BAH: D. Spilker; EPA: B. Davis, V. Eagle and R. 
Gross), which induded a discussion on Advantage Plus for Dogs (11556-125, -127, -128, -130} and our 
plans to develop revised paCkaging for these products, as well as for the yet-to-be submitted Advantage 
IGR for Cats product. As you will recall, these products require child-resistant packaging. As we 
discussed, we understand that the full baHery of tests with children and adult seniors, as well as with all 
package sizes (colors} and all package configurations (4-packs and 6-packs} Is required. We will conduct 
these tests as before with Great Lakes Marketing Company, Toledo, Ohio. 

In the aforementioned meeting, we discussed with Dr. Rosalind Gross the CRP Testing plans. in that 
conversation, Dr. Gross requested we send her some specific Information about our protocol: a) the test 
failure criteria and b) confirmation that we will specifically instruct seniors to use only the scissors 
provided during the tests. To that end, please find attached a summary document addressing Dr. Gross' 
questions, including information especially on the toxic dose calculations , total number of studies needed, 
and the test failure criteria proposed for the CRP testing of Advantage Pius/IGR I The failure rates 
shown in the attached are the same as used In the previously conducted studies 
Bayer Report No. 75897; MRID 47089103 and Adult test example; Bayer Report 
470891 04) that were used to support the currently registered Advantage Plus product/packages. 

We request that this information be forwarded to Dr. Gross to answer her questions. We are planning to 
conduct these studies in mid-April, so if Dr. Gross has any questions or comments, we would appreciate 
her feedback as soon is it is available. 

Sincerely, 
Doug Spilker 

Douglas A. Spilker, Ph.D. 
Manager- EPA Reg. Affairs 
BAYER HEAL THCARE LLC 
ANIMAL HEALTH 
Office: +1 913-268-2751 
Mobile: +1 816-506-3102 
Fax: +1 913-268-2135 
Email: doug.spllker.b@bayer.com 

Address: 
P.O. Box390 
Shawnee Mission, KS 66201-{)390 
Country: USA 
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Child-Resistant Packaging and Toxicology of 

Advantage® IGR Formulation for Use in Cats and Dogs for Flea Control 

INTRODUCTION 
The packaging requirements for pesticides and devices to be marketed in the United States are 
prescribed io Cpde oCFedem! Resula!joos. 40 CFR Part 157.20. Bayer Animal Hcsldt bas developed 
a new product. Advanlage® IGR (previously known as Advanlage® Plus), containing 9.1% 
imidacloprid and 0.46% pyriproxyfim as a spot-on formulation fur dogs and cats fortbe control of 
flcss (all-). The product will be marketed as throe clifferart sizod lubes (1.0-ml., 2.5-mL and 
4.0-mL total capncity) packaged io a+paclt and 6-pack cbild resi-t blilllers. For cats, 0.23 mi., 0.4 
mL or 0.8 mL product will be plllccd io a 1.0-mL cspacity lube. For dop. 0.4 mL or 1.0 mL product 
will be plllccd io a 1.0-mL lube, 2.5 mL product io ~ 2.5-mL lube, and 4.0 mL product io a4.0-mL 
lube. The cbild-resiSUUlt (CR) fearore of the pacltagiog is the blisters. The lubes arellQ! cbiJ4-
resm.nJ: lubes will be ideotical to 1hosc eurrcotly nwkcted fill' Advanlage® and K9 Advarrtixe 
products. 

CALCULATION OF TOXIC DOSE 
The..,.. oral LD,. fill' this new product (formulation with 9.1% imi<lacloprid and 0.9% pyriproxyfen) 
was determined to be 1,283 mglkg for male and 1.000 mglkg for female rats.1 This product meets the 
US EPA 40 CFR Part !57 .22 rcquU.U...ts fOI' chlld-t'esiSUUlt psckogiag according to the following 
roxicity criteria: (I) Toxicity crit«iuu-the peooticide has an oral LO,. nf 1.5 g/kg or 1esa. and (2) 
Usc criterion- The product's labeling either directly recommends residential usc or neuonably can be 
interpreted to permit residential usc. 

In Table 1, below. are given the number of tubes of each different size of this product a child weighing 
25 pounds (11.4 kg) would bavetD ingesttD lOIICb a toxic dese(amount). "!'oxic dese" fi.-tbis 
product u defined io 40 CFR Part !57 .22 and !bat confirmed by Dr. Rosaliod Gross nfUS EPA is the 
acute oral LO,. value. Thus, to err on the conservative side, the LO,. value ofi,OOO mg/kg (• 1.0 
glkg) for liomale - was used io the supporting calculations. The deasity of the produc~ 1.092 glml., 
was alao used io the supporting calculations. A toxic dese nfthe Advan~ IGR formulation for a 
child (25 lb- 11.4 kg) is calculaJod as !OM mLof Advanll1ge® IGR product [i.e., (1.0 g/kg LD,.x 
11.4 kgbodyweigbt)+ (1.092g/mLdeusity)- 10.44 mL). 

Table 1. Tube Sizes., NUiber olTabelas TOJic Dole fora C~ ud Tat F.Uare Criteria 

Advan~' "i:~ No. ofTubcs• Constitute Test Failure Criteria 
lUbe Size mL as Toxic Dose Cor a Child I# lUbes Acceased by a Child) 

0.23 46 45.4 9 .. 

0.4 27 6.1 9 
0.8 13 13.05 9 
1.0 II 10.4 9 
2.5 5 (4.2) 5 
4.0 3(2.6) 3 . . . . . *Calculated tube number m the parcothcsiB (wltb~ 0.1 fraction) 11 rounded offtotbe next higher 

"'-· All lubes arc single use, whieb means eacb tube coutonts are used as a siogie appliadion. 
• *Per EPA guidance, 9 tubes is recommended as the test &.ilurc criteria for child panel testing when ~ 
91ubes ...,._a toxic dese fill' a cbild . 

........,.,., I. SturdJvsul.D.W. 1999. Aaeora!LO,roxicitysmdywiddmida<:loprid(9.1%)1pyriproxyfen 
(0.9%) spot-on in rats. Bayer Animal Health Report No. 75195, MRID No. 45096904. 

Page I of3 
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CRP TESTING OF BLISTERS 
Bayer is planning on testing Advantage® JGR blisters made with two different lidding foils: Tropical 
foil and PVC foil. As individual tube sizes of Advantage® IGR to be marketed for dog and cat WJ11 be 
colored differently. we arc going to CRP test individual tube size and blister type (4-.pack or 6-.pack). 
Th....ron., fur blisters with citbor Dupical <><PVC lidding fuil, there will be a~ of 8 CRP studies 
(8 child panel+ 8 acoior aduk paocl) fur the dog product (Table 2) and 5 CRP studies (5 child panel+ 
5 senior aduk panel) for the cat product (Table 3) fur each lidding full type blisters. As a guideline 
requiremcot fur CRP testing purposes, all tubes will be filled with appropriate volume of water. 

Table 2. Blister P • lCRP Studleol for no.. ' 

No. of Tubes= 
Test Fail~n Criteria to be 

1Ube Sizo• & Followed 
Color Scbcme 

Blistet' T)'po Toxic Dose to a 
(Minbn":' t! ofTu\: ~5-lb Child Accessed a Child 

0.4mL 4o0cl< 27 9 

""""-3%C) 

6o0cl< 27 9 
I.OmL 4pock II 9 

-(l'on1onc311C) 6 k II 9 
2.5mL 4o0cl< s 5 

R.cd (Pamooc 191C) 6 k s s 
4.0mL 4o0cl< 3 3 

Blue (Pantooc543C) 6 3 3 . •Each tube will oontain appropriate volume of water. 

Table 3. BU.ter CRP Studiesl for Cats 

No. of Tubes= 
Test Failure Criteria to be 

Tube Size• & 
Blister T)'po Toxic Dose to a Followed 

Color Scbcme (Minim":' t! ofTu\: 25-lb Child Accessed a Child 
0.23mL 4 pack 46 9 

T"""'oioe ' 326Cl 
0.4mL 4 k 27 9 

Onmgo(l'on1oncmC) 6pock 27 9 
0.8mL 4pack 13 9 

....... -261C) 6o0cl< 13 9 
• . . . Each tubewdl CODtaiD approprtate volume of water . 

CONDUCT OF CRP STUDIES 
llotb child panel and acoior aduk paocl CRP studies for ceob blister & tube size (water-filled) will be 
pet'furmed according to the- protocol preocribod in the Fecleral ~. TUle 16, Part 1700.20, by 
Great Lakes Marketing, Tolodo, Obin. Data collected fur the studies will be analyzed and ropotted 
according to the Agrmcy guldelineo Aloo, CRP protocol-- will be made available to the 
Agency electronically on a CD-R. 

A Tube Fail,.. Criterioo in Child Panel Testing: In child panel testing (50 to 200 participants1aey 
small breacb of a blister cavity (clearly visible small incision or opening) made by a child with finger 
nails or teeth would be counted as one tube failure. 

Page2of3 
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Use ofal'llir ofSciSSO!ll in SmiJ>rMult Panel Testing: A senior adult panel will include 100 
participants. As the blister Opening Instructions involve the use of a pair of scissors. senior 
adult participants will be allowed to use a pair of scissors during the testing, but they will be 
warned against using a pocket knifu or other tools. 

~~-----~----------

Page3 of3 
H. M. Cbopade. 3127/2009 
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B8/B6/2BB7 11:41 EPA DPP RD PAGE 02/84 
'' 

PRODUCT: 

FILE SYMBOL: 

DATE: 

DPBARCODE: 

DJtCISJON NUMBER: 

GLP: 

CHEMICAL: 

CHEMICAL NUMBER: 

PURPOSE: 

MRID: 

TEAM REVIEWER: 

EFFICACY REVIEWER: 

SECONDARY 

• 
EFFICACY REVIEW 

Advantage Plus l 0 for Dogs, Advantage Plus 20 for Dogs, 
Advantage Plus SS for Dogs, Advantage Plus 100 fur Dogs 

11556-REl, 11 556-REL, 11556-RET, 11556-RGN 

August 6, 2007 

0342416, D342417. 0342418, 0342419 

215323,215314,215321,215493 

No 

lmidacloprid (9. 1 %) 

129099 

Review data to SUjlpOtt the addition of dog lice 
(Trichodectes cant.r) 

47190401. Doyle, J., Egan, T. (2006) A Controlled 
Randomiscd Study to Evaluate the Effioacy of Advantage 
Again&! a Naturnllnfcatation of Dog Uoo (Trichodectes 
canis) Following a Single Topical Administration to Adult 
Mixed Breed Dogs: Final Study Report. Project Number: 
1441914, 75950. Unpublished study prepared by Charles 
River .Labonrtories Biol.abs Europe. l30p. 

EFFICACY REVIEWER: Joanne Edward&, M.S., Entomologist 

BACKGROUND: · 
• • Advantage Plus I 0, Advantage 20, Advantage 55 and Advantage I 00 are rccdYf• • •• • 

to-uso spot on treatments for dogs intended for the month long control of fleas end lioeo. • 
The 1'faposed labels contained the following label claims concerning lice: ! • •! ·: : • • • • 

I. Once-A-Month Topioal Treatment for Fleas and Lice • • • 
I (b J •••••• 2. Kil s [ iting) (chewing) lice : : 

3. Kills [(biti""' (chewing) lice. which may serve as intermediate hosrtfor • • 
UOI •• • • • tapeworms (Dipylidium caninum) r· • •• •• 

4. I< ills [(biting) (chewing)] lioe and prevents further infcatations ••••• • • 
•••• • • •••• 

• •• • • • •••• 
1 
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• 

• 

• 

68/66/2887 11:41 
. ' EPA OPP RD PAGE £13/64 • 

DATA REVIEW: 
The following data review is comprised ofcxpllllllltions of materials and methods, 

and a summation of experimental results contilining tab lea with refonnattcd data. 
. . 

47190401. Doyle, J~ Egan, T. (2006) A Controlled Randomlscd Study to Evaluate 
tbe Eftleaey of Advantage Against a Natural Infestation of Dog Lice (Trichodectes 
canis) Following a Single Topleal Administration to Adult Mixed .Breed Dogs: Final 
Study Report. Project Number: 144/914, 75950. UnpubBsbed study prepared by 
Charles River Laboratorlet BloLabs Europe. l30p. 

The expcrirnontal design consisted of separating 20 dogs into two groupli often 
containing both males and females. All dogs included in the study were nnturally 
infested with dog lice (Trichodectes canis) and had a minimum of 10 infesting lice. 
Group 1 acted as a control, while dogs within the second group were treated (via spot 
treatment) with 0.1 rnUkg bodyweight of Advantage on day 0. Observations on efficacy 
were taken on days !, 2, 7, 14, 21, 28 and 36. 

Results: 

• 
•••••• • • • • •• 
••• •• • • • • ••••• 

• • • •• • ••• 
• 

•••• • • •••• . .. 
• • • •••• 

2 

• 
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• 

• 

EPA DPP RD PAGE 94/04 98/96/2997 11:41 .. ,. • 

Tho percent efficacy ranged ll:om 91% (1 day) to 100% (days 7 -36). 

RECOMMEilllJATIONS: 
The submitted data support the addition of biting or chewing lice to products: 

11556-REJ, 11556-REL, !1556-RET and Jl556-RON. The following recommendation 
applies: 

1. Revise tholabol claim "Kills [(biting) (chewing) lie•, which may serve as 
i111ermediate host't for tapeworms (,DiJzy/idfum smfnumJ" to read ·w.uls fleas, 
which may sen~t as intermediate hosts for lapeworma•· . 

•••••• • • • • • • • • 
•••••• • • • • .. 
••••• • • • • ••••• 

• • :····· .. . 
• • • . .. 

• 

• • • • • • ••• .. 
•••• • • •••• . .. 

• • • •••• 
3 

.. 
• 
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Appendix 7 

•••••• • • • • • • • • 
•••••• • • • • .. 
••••• • • • • ••••• 

• • •••••• • .. . 
• • • . .. 

• 

• • • • • •••• 
• 

•••• • • •••• . .. • • • •••• 
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22/SEP/2000 

• • 
UNITED STATES ENVIRONMENTAL PROTECTION AGENCY 

WASHINGTON, D.C. 20460 

OFFICE OF PREVENTION, 
PESTICIDES AND TOXIC SUBSTANCES 

MEMORANDUM 

Subject: 

From: 

To: 

Registrant: 

EPA File Symbol: 

DP Barcodes: 
Case No: 
PC Code: 

11556-REA AdvantagePius9forCat, 
11556-REO Advantage Plus 18 for Cats 
D265762 and P265765 
068807,068810 
129099 

Masih Hashim, Toxicologist r\tk ' 
Technical Review Branch ..) c,.ll 
Registration Division (7505C) 

Helene Daniel!Tina Levine, PM 04 
Insecticide Rodenticide Branch 
Registration Division (7505C) 

Bayer Corporation 

ACTION REQUESTED: The Registrant requests a review of the companion animal safety 
study (MRlD 45097001), Mvantage Plus0 9 and 18 for cats with: 9.1% Imidacloprid w/w; 0.9% 
Pyriproyfen w/w (active ingredients). The compound was topically applied at S times (limit test) 
the recommended dose to groups of 6 male and 6 female cats. Animals were treated on study 
days 0, 7, 14, and 21. 

CQMMENTSIRECOMMENDATIONS: 

The study MRID 45097001 was conducted at 5X the specified application rate; which 
demonstrates an adequate safety margin for adult cats. There was no repested toxicological 
response in cats following exposure to the proposed fonnulation. Any such response is random 
and is seen in the earlier phase of study. This cal study has been classified as Acceptable, 

The Ptuducts: 11556-REA and/or 11556-REO have Imidacloprid 9.15% and Pyriproxyfen 0.9"/o. 
However, the label states 9.1% Imidacloprid and 0.46% pyriproxyfen, having same formulation 
for both products. 

This product has residential uses and an Oral LD,. value< 1500 mglkg, which would require the 
Child Resistant Packaging. 

180



Acute toxicology profile! the Product is as follows:- • 
Acute Oral LD,. Ill acceptable 
Acute Dennal LD,. IV acceptable 
Acute Inhalation LCso IV acceptable 
Primary Eye Irritation Ill acceptable 
Primary Dermal Irritation IV acceptable 
Dermal Sensitization neg acceptable 

Primazy review of the Companion Animal Safety Study was conducted by an Agency Contxactor, 
then revised by the Technical Review Branch. There are two labels, one for Advantage Plus 9 
for Cats and the other for Advantage Plus 18 for Cats. 

Following is the Executive Summazy of the study: 

In a companion animal safety study (MR1D 45097001), Advantage Pius• 9 and 18 for cats 
(Aetive Ingredients: 9.1% lntidaeloprid w/w; 0.9% Pyriproyfen w/w) was topically applied at 
dose volumes of2.0 ml for cats weighing less than or equal to 9 lbs, and 4.0 mL for cats 
weighing greater than 9lbs (5 times the recommended doses) to groups of6 male and 6 female 
cats, 7 months to one year of age. Controls were dosed with the vehicle at volumes of2.0 mL for 
cats weighing less than or equal to 9lbs and 4.0 ml for cats weighing greater than 9 lbs (5.6 
times the volume of vehicle in the recommended doses). Animals were treated on (study) days 0, 
7, 14, and 21. 

Treatment related clinical signs included transient salivation which ~ed within 2 hours of 
treatment on day 0 (4 of 12 test animals and I of 12 vehicle control animals reported from 
licking the test material), and a rough hair coat appearance at the treatment site on all animals of 
both groups following treatment on days 14 and 21. None of the cats were observed salivating 
following the last 3 treatments. One animal from the test group bad proritis at one hour on day 
21. There was vomiting by two cats in the test group on days 19 and 25, which did not occur in 
perioda following the test (substance) applications. Vomiting may be associated with licking 
the test substance. This does not appear to be exposure related. There were loose stools from 
two cats In the control group. Additionally, one male from the control group exhibited 
inappetence on days 22-24 and was observed to be circling and unsteady at the p.m. observation 
period on day 23. The clinical chemistry and hematology findings from this cat on day 22 were 
consistent with hemoconcentration due to dehydration. Possible cause of these signs was not 
clear. His bebsvior and appetite were normal for the remainder of the study, as were his clinical 
pathology parameters. There were no other treatment related effects on hematology, coagulation 
or clinical chemistry pannneters. There were no treatment related effects on body weight or food 
consumption, and there were no signs of irritation at the application sites. 

Currently there is a product in the market with 9.1% lntidacloprid. The proposed product is 
adding 0.46% Pyriproxyfen to the current product. The added ingredient has low acute and 
chronic toxicity in mammalian species. 

Any clinical signs on the study showed no consistent toxicological response. This study is 
classified as Acceptable /Guideline for a companion animal safety study (OPPTS 870.7200) in 
cats. 
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LABELING: • 
Date: 09/28/00 LABEL REVIEW SYSTEM 

ID #: 011556-00126 Advantage Plus 9 for Cats 

SIGNAL WORD: CAUTION 

PRECAUTIONARY STATEMENTS: 

Hannful if swallowed. Causes moderate eye irritation. A void contact 
with eyes or clothing. 

STATEMENT OF PRACTICAL TREATMENT (SOP1): 

IF SWALLOWED: Call a poison control center or doctor immediately for 
treatment advice. Have person sip a glass of water if able to swallow. 
Do not induce vomiting unless told to by a poison control center or 

doctor. Do not give anything by mouth to an unconscious person. 

IF IN EYES: Hold eye open and rinse slowly and gently with water for 
15~20 minutes. Remove contact lenses, if present, after the first 5 
minutes, then continue rinsing eye. Call a poison control center or 
doctor for treatment advice. 

-
NOTE TO PHYSICIAN: 

Note to PM/CRM!Registront: The proposed label should contain a "Note 
to Physlcian.11 The following statements are suggested types of 
infonnation that may be included, if applicable: 

techni,cal information on symptomatologyj 
use of supportive treatments to maintain life functionsj 
medicine that will counteract the specific physiological 
effects of the pesticide; 
company telephone number to specific medical personnel who 
can provide specialized medical advice. 

USER SAFETY RECOMMENDATION 

Wash hands before eating, drinking, chewing gum, using tobacco or using the toilet. 

3 
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Dale: 09/28/00 ~EL REVIEW SYSTEM • 
ID #: 011556-00129 Advantage Plus 18 for Cats 

SIGNAL WORD: CAUTION 

PRECAUTIONARY STATEMENTS: 

Hannful if swallowed. Causes moderate eye irritation. A void contact 
with eyes or clothing. 

STATEMENT OF PRACTICAL TREATMENT(SOPT): 

IF SWALLOWED: Call a poison control center or doctor immediately for 
treatment advice. Have person sip a glass of water if able to swallow. 
Do not induce vomiting unless told to by a poison control center or 
doctor. Do not give anything by mouth to an unconscious person. 

IF IN EYES: Hold eye open and rinse slowly and gently with water for 
15-20 minutes. Remove contact lenses, if present, after the first 5 
minutes, then continue rinsing eye. Call a poison control center or 
doctor for treatment advice. 

NOTE TO PHYSICIAN: 

Note to PMICRM!Registrant: The proposed label should contain a 'Note 
to Physician." The following statements are suggested types of 
infonnation that may be included, if applicable: 

technical infonnation on symptomatology; 
use of supportive treatments to maintain life functions; 
medicine that will counteract the specific physiological 
effects of the pesticide; 
company telephone number to specific medical personnel who 
can provide specialized medical advice. 

USER SAFETY RECOMMENDATIONS: Wash hands before eating, drinking, chewing 
gum, using tobacco or using the toilet. 

4 
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• • DATA EVALUATION REPORT 

ADVANTAGE PLUS0 9 AND 18 FOR CATS 
[9.1% Imidacloprid with 0.9% Pyriproxyfen Spot-on Formulation] 

STUDY TYPE: Companion Animal Safety- Cat (OPPTS 870.7200) 
MRID 45097001 

Primary Reviewer: 
DonnaL. Fefee, D.V.M .. 

Secondary Reviewers: 

Prepared for 

Registration Division 
Office of Pesticide Programs 

U .8. Envirorunental Protection Agency 
1921 Jefferson Davis Highway 

Arlington, VA 22202 

Prepared by 

Chemical Hazard Evaluation Group 
Toxicology and Risk: Analysis Section · 

Life Sciences Division 
Oak Ridge National Laboratory 

Oak Ridge, TN 37831 

Signature: 
Date: 

Chervl B. Bost, Ph.D., D.A.B.T. Signature: 
Date: 

Robert H. &Jss. M.S .. Group Leader Signature: 
Date: 

Quality Assurance: 
Lee Ano Wil!!9ll. M.A. Signature: 

Date: 

Disclaimer 

This review may have been altered subsequent to the contractors signatures above. 

Oak Ridge National Laboratory, Managed and Opcrmed by UT-Battelle, LLC, for the U.S. Departmem of Energy 
under contract number DE-AC05-000R22725. 
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IDATAEVALUATIONRECORD 

STI/DY TYPE: Companion Animal Safety/Cats(OPPTS 870.7200] 

EPA I.D. NUMBERS: DP BARCODES: D265762, D265765; MRJD NUMBER: 45097001 

TEST MATERIAL: Advantage Plus" 9 and 18 for Cats 

STUDY NUMBER: 75122 (150.853) 

TESTING FACILITY: Bayer Corporation, Agriculture Division, Animal Health, DeSoto 
Research Facility, 35040 West 87" Street, Building Number 20, 
DeSoto, Kansas 66018. 

SPONSOR: Bayer Corporation, Agriculture Division, Animal Health 

TITLE OF REPORT: Evaluation of the general safety of 9.1% lmidacloprid with 0.9% 
pyriproxyfeo spot-on formulation in the target species, adult eats. 

AUTHOR: A.S. Abraham 

REPORT ISSUED: April4, 2000 

EXECUTIVE SUMMAR¥:. 

In a companion animal safety study (MRlD 45097001), Advantage Plus0 9 and 18 for cats 
(Active Ingredients: 9.1% Imidacloprid w/w; 0.9%Pyriproyfen w/w) was topically applied at 
doae volnmes of 2.0 m1 for cats weighing less than or equal to 9 lba, and 4.0 mL for eats 
weighing greater than 9lbs (5 times the recommended doses) to groups of 6 male and 6 female 
cats, 7 months to one year of age. Controls were dosed with the vehicle at volumes of2.0 mL for 
cats weighing less than or equal to 9lbs and 4.0 m1 for cats weighing greater than 9lba (5.6 
times the volmne of vehicle in the recommended doses). Animals were treated on (study) days 0, 
7, I4, and 21. 

Treatment related clinieal signs included IIanaient salivation which cessed within 2 hours of 
treatment on day 0 (4 of 12 test animals and 1 of 12 vehicle control animals reported from 
licking the test material), and a rough hair coat appearance at the treatment site on all animals of 
both groops following treatment on days 14 and 21. None ofthe cats were observed salivating 
following the last 3 treatments. One animal from the test group bud praritis at one hour on day 
21. There was vomiting by two cats in the test group on days 19 and 25, which did not occur in 
periods following the test (substance) applications. Vomiting may be associated with licking 
the test subatanee. This does not appear to be exposure related. There were loose stools from 
two cats in the control group. Additioually, one male from the control group exhibited 
inappetence on days 22-24 and was observed to be circling and unsteady at the p.m. observation 
period on day 23. The clinical chemistry and hematology findings from this cat on day 22 were 
consistent with hemoconcentration due to dehydration. Possible cause of these signs was not 
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• • 
clear. His behavior and appetite were normal for the remainder of the study, as were his clinical 
pathology parameters. There were no other treatment related effects on hematology, coagulation 
or clinical chemistry parameters. There were no treatment related effects on body weight or food 
consumption, and there were no signs of irritation at the application sites. 

Currently there is a product in the market with 9.1% lmidacloprid. The proposed product is 
adding 0.46% Pyriproxyfen to the current product. The added ingredient has low acute and 
chronic toxicity in mammalian species. 

Any clinical signs on the study showed no consistent toxicological response. This study is 
classified as Acceptable /GuldeUne fur a compaoion animal safety study (OPPTS 870. 7200) in 
cats. 

I. MATERIALS 

A. Test material 

9.1% lmidacloprid with 0.9% Pyriproxyfen (wlw) Spot-on Formulation (Advantage Pluse 
9, and 18 fur Cats) 

Description: not provided 
Lot No.: 99-901-66 
Active Ingredients: lmidacloprid, 9.1% (wlw); Pyriproxyfen, 0.9% (wlw) 
Storage Conditions: in the dark in a closed cabinet at room temperature 

B. Adminis!Iation: Topical (spot-on) 

C. V~bicle and/or oositive control 

The control animals received the vehicle. 

D. Test animals 

Species: Cat 
Breed: Domestic shorthalr 
Age aad weight at study initiation: 7-12 months; males: 3.8-5.1 kg., fumales: 2.4-3.1 kg 
Souree: Liberty Research Inc., 170 Route 17C, P.O. Box 107, Waverly, New York 
Housing: Individually in cages with approximately 7.5 square feet of floor space 
Diet: Commercial feed porchased from Harlan Teklad, Madison, Wisconsin, once dnily 
Water: Tap water, ad libitum 
Environmental conditions: 

Temperature: not reported 
Humidity: not reported 
Air changes: not reported 
Photoperiod: not reported 

Acclimation period: 14 days 
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• • 
II. STUDY DESIGN 

A. In Hfe dates: start: August 11, 1999; end: September 21, 1999 

B. Animal assignment/ Dosage and Administration 

Cats were assigned to the groups in Table 1 using stratified blocked randomization 
according to weigbt. Group 1 received the test substance at 5X the label specified use 
volume, and group 2 received the vehicle without the two active ingredients at a volwne 
equivalent to the 5X use rate volume of the test substance. The dose volume was 2.0 mL 
for cats of either group weigbing less than or equal to 4.1 kg (9 lba) and 4.0 mL for cats 
of either group weighing greater than 4.1 kg. Treatments were appHed on the back, from 
the back of the head to the shoulder. Ani'lJals were dosed on Study Days 0, 7, 14, and 21. 
Dose volumes for treatments on study days 0 and 7 were determined using body weights 
from study day -1, and dose volumes for treatments on study days 14 and 21 were 
determined using body weigbts from study day 13. 

TABLE 1. Study design 

Number of animals Dose volume (mL)Imaldple of recommended due Number or 
Group llPPUtatfoaa• 

Male Female Body weight.d lbs Body weight>9 lbe: 

1. Test substance 6 6 2.0/SX 4.0/.SX 4 

2. Vehicle 6 - 6 2.0 /5.6X 4.015.6X 4 
control 

Data taken from pp. 12·13, 16--17, JdR.ID 45097001. 
• Treatments were given on study d-;;;s 0, 7, 14. and 21. 

C. Dose selection rationale 

The study was conducted as a limit test using 5 times the !she! specified, the 
recommended dose volume. The product was dosed according to weigbt in the following 
pre-measured dose volumes: 0.4 mL for cats weigbing <9 lbs (4.1 kg) and 0.8 mL for cats 
weighing> 9lbs. (4.lkg). The vehicle control group received the vehicle at dose 
volumes equal to 5 times the recommended use volumes of the test .substance, which are 
equivalent to 5.6 times the usual use volumes of the vehicle. The product is intended for 
once a month use; however, the label states that "if re~treatment becomes necessary 
earlier than four weeks, do not re-treat more than once weekly." The study therefore 
included repeated treatments at weekly intervals for a total of four treatments. 

D. Experimental design 

The cats were observed daily during study days -14 through -I (the acclimation period), 
and twice daily during study days 0 througb 37 except on dosing days, when the animals 
were observed once prior to dosing and 4 times, approximately 1 hour apart, following 
dosing. These observations included evaluation of the "clinical condition" of the eyes, 
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appetite, feces, respiration, behavior changes, locomotion and musculature, skin, 
including dennal irritation, and any signs of vomiting. Physical examinations were 
conducted prior to the acclimation period and on stody days -1 and 37. Body weights 
were recorded on study days wl4, w7, wl, 13, 28, and 37. Food consumption was evaluated 
once daily during the acclimation period and twice daily during the stody except on 
dosing days, when it was evaluated 5 times; in all cases, a daily summary of food 
consumption was also made. The amount of food consumed was estimated visually and 
scored as I, 2, or 3, indicating, respectively, that greater than or equal to 75%, 25w 75%, or 
less than 25% of the food was consumed; however, the quantity of food the animals were 
given was not provided in the report. 

E. Pathologico] parameters 

Baseline blood samples were collected on stody days -7 and -1, aod post-treatment blood 
samples were collected on stody days 1, 22, and 37. The report did not mention the 
venipuncture sites used or whether the animals were fasted overnight prior to blood 
collection. Due to clotting of some blood samples, it was necessary to collect and test 
additional samples. Where necessary, stody day 1 sampling and testing were repeated on 
study 8, stody day 22 blood sampling and testing were repeated on day 23, aod stody day 
37 blood sampling and testing were repeated on study days 41 and 42. The CHECKED 
(X) pannneters were examined. 

a. Hei!!!l!Oiogy 

l( l( 
X Hematocrit (Hen• X Leukocyte diffetential count• 
X Hemoglobin (HOB)• X Mean corpuscular HOB (MCH)• 
X Leukocyte count (WBC)• X Mean corpusc, HOB conc.(MCHC)• 
X Erythrocyte COUDt (RBC)• X Mean corpusc. volume (MCV)• 
X Platelet count Reticulocyte count 

Blood clotting measurements 
(Thromboplutin -) 
(Clotting time) 

X (Prothrombin time)• 
X (Activated partial thromboplastin time)• 

Erythrocyte morphology . . *Recommended m OPPTS 870.7200 Outdehnes . 
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b. Clinical chemistry 

X ELECTROLYTES X OTHER 

X Calcium• X Albumin• 
X Chloride• X Blood creatinine• 

Magnesium X Blood urea nitrogen• 
X Phosphorus• Total Cholesterol 
X Potassium• X Globulin• 
X Sodium• X Glucose• 

X Total and direct bilirubin• 
ENZYMES X Total serum protein (TP)• 

X Alkaline pbosphatase(ALK)• Triglycerides 
Cholinesterase(ChE) Serum protein electrophoresis 
Creatine kinase Albumin/Globulin ratio 
Lactic acid debydrogenase(LDH) X Calcium/phosphorus ratio 

X Serum alanine amino- transferase (also SGPT)• X Blood urea nitrogenfcteatininc ratio 
X Serum aspartate amino- tnwferase(also SOOT)• X Sodium/potassium ratio 

Gamma glutamyl transfernse(OGT} 
Amylase 
Glutamate dehydrogenase 

. *Recommended In OPPTS 870.7200 Gmdehnes . 

F Statistics 

Baseline clinical pathology values were calculated for each animal by averaging the pre
treatment measurements, and study day ·I body weights were used as baseline. Bndy 
weight data were analyzed by first comparing the baseline body weights of the two 
groups by sex with a two-sample t-test. Body weight changes from baseline were 
calculated for each post-treatment day (stndy days 13, 20;28, aud 37), aud body weight 
changes were then analyzed by sex with a repeated measure analysis of covariance 
inclnding terms for Group, Animal (random), Day, and Group•Day interaction with 
baseline body weight as the covariate. Clinical pathology data were analyzed using a 
multivariate repeated measures ANOV A, inclnding terms for Group, Sex, Animal 
(mndom), Day, aud Group*Day interaction. If the Sex effect was statistically significant 
at the 0.10 level, the data were analyzed by sex with a multivariate repeated measures 
ANOVA including terms for Group, Animal (random), Day, and Group•Day interaction. 
If the Group* Day intemction was statistically significant at the 0.10 level, the data were 
graphed to investigate the nature of the Group by Day interaction, and the data for each 
study day were compared with normal ranges. 

G. Dimosition of animals 

Not reported. 
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H. Compliance 

Signed and dated Quality Assurance, Data Confidentiality, aod Good Laboratory Practice 
Statements were present. 

III.RESULTS 

A. Exposure levels 

Each 1.0 mL of the product contained I 00 mg of imidacloprid and I 0 mg of pyri
proxyfen. For thirty days efficacy, the minimum desired efficacious dose for 
imidacloprid is 10 mgfk:g, and the desired minimum efficacious dose for pyriproxyfen is 
0.5 mg/kg. In terms of desired minimum ~fficacious doses in mg/kg, the exaggerated 
doses used in the study ranged from 4.92X to 9.57X for imidacloprid and 9.84X to 
19.13X for pyriproxyfen. 

B. Mortality 

There were no deaths during the study. 

C. Clinical signs 

-clinical observations are summarized in Table 2. Within an hour following the initial 
treatment on study day 0, four cats in the test substance group and one cat in the vehicle 
control group were observed to be salivating, and at two hours post dosing all had 

-recovered. The study author stated that "all the cats that salivated were due to licking the 
test material." Two males in the test substance group vomited. one on study day 19 and 
the other on study day 25. Two males in the vehicle control group had loose stools, one 
on study days 18 and 20, and the other on study day 33. One cat in the vehicle control 
group was observed to be unsteady and circling during the p.m. observation period on 
study day 23. By the a.m. observation period on study day 24, he had recovered but 
exhibited a rough hair coat condition at the application site. No mention was made of the 
study veterinarian examining this animal during the time he was exhibiting symptoms. 
On studY days 14 and 21, rough hair coat was noted at the application sites of all cats of 
both groups 1-4 hours post dosing, and, on study day 21, one tema.Ie from the test 
substsnce group was pruritic at one hour after dosing, with recovery by 2 hours after 
dosing. There were no observations of erythema, edema, or alopecia at the application 
sites. One cat in the vehicle control group exhibited ocular discharge on studY day -9 
(during acclimation) and study day 16; since this condition occurred both before and after 
treatment, it is unlikely to he treatment related. 
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TABLE 2. Clinical observalinns or cats treated with lmidacloprid/Pyriproxyfen Spot .-on Formulation 

Trtlltmcot group Day· Observation 

0 Salivation in 3 males and I female within an hour of dosing 

14 Rough hair coat condition at the dose site in 6 males and 6 females at the 
post dosing observation periods at 1-4 hours post dosing 

16 Ocular discharge in one female cat at the a.m. observation period' 

I. Test substance 19 Vomiting by one male cat {#762) at the a.m. observation period 

21 Rough hair coat condition at the dose site in 6 males and 6 females at the 
post dosing observation periods at I-4 hours post dosing; Pruritis in one 
female at 1 bout post dosing 

25 Vomiting by one male eat (#758) at the p.m. observation period 

0 Salivation in one female within an hour of dosing 

14 Rough hair coat condition at the dose site in 6 males and 6 females at the 
post dosing observation periods at 1-4 hours post dosing 

18 Loose stools in one male cat{#764) 

20 Loose stools in one male cat {#764) 

2. Vehicle control 21 Rough hair coat condition at the dose site in 6 males and 6 females at the 
post dosing observation periods at I-4 hours post dosing 

23 One male (#744) was circling and unsteady at the p.m. observation 

24 Rough hair coat condition at the dose site in one male (#744) 

33 Loose stools in one male cat (#749) 

Data taken from Tables 6A and 6B, pp. 34-35, MRlD 4.5097001. 
• 'Ib.ls cat also exhibited ocular discharge on study day -9, during acclimation. 

D. Bgdywejght and wejght gajn 

Individual body weights of the cats fluctuated throughout the acclimation and treatment 
periods, with DO consistent pattern being observed. Mean body weights of both groups, 
with the sexes both combined and separated, increased at each consecutive weighing from 
study day -1 to study day 37. There were DO significant differences between groups fur 
post-treatment changes in body weight 

E. Food COD.SUDllJtion 

All of the cats on the study generally consumed greater than or equal to 15% of their 
food. One female (#750) in the test substance group consumed between 25 and 75% of 
her food on study days -13, 12, 15-17, 19, and 30-33. One female (#751) in the vehicle 
control group consumed between25 and 75"A. of her food on study days 13, 14, 16-18, 
31-32. Three additioual cats from the test substance group and one cat from the vehicle 
control group consumed 25-75%oftheir food for 1-3 days. Cat number 744 from the 
vehicle control group, who was observed to be circling and unsteady on study day 23, 
consumed less than 25% of his food on study day 22 and 25-75% ofhis food on study 
days 23 and 24. All of the previously mentioned animals consumed greater than or equal 
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to 75% of their food during the remainder of the pre~treatment and treatment intervals. 
The study report did not include the quantities of food the cats were fed. 

F. Hematology 

Nine of the samples submitted for complete blood count and three of the samples sub
mitted for coagulation measurements were could not be analyzed due .to clotting. 
Additional samples were collected and tested as follows: study day I sampling and 
testing were repeated on study day 8; study day 22 sampling and testing were repeated on 
study day 23; and study day 37 sampling and testing were repeated on study days 41 and 
42. Statistical analyses were conducted both with and without the data from the repeated 
tests, and wherever statistical significance was present without data from the repeated 
tests, it was also present when the data ~m the repeated tests was included The 
individual results from these repeated tests were omitted from the study report although 
these data were included in calculating means and standard deviations. Statistically 
significant (p<O.I 0) Group by Day interactions were found for the following parameters: 
platelet counts for males, erythrocyte counts for females, and activated partial thrombo
plastin times, leukocyte, eosinophil, and lymphocyte counts, and mean corpuscular 
volumes for the pooled sexes. These values are given in Table 3. These values were all 
within pre-treatment ranges, and the changes were considered to be spontaneous in nature 
and unrelated to treatment. 

On study day 22, cat #744 (the cat that was observed to be circling and unsteady on study 
day 23) exhibited an increased hematocrit, erythrocyte count, and hemoglobin 
concentration. These values were all outside the pre-treatment ranges for these 
pammeters. (See G. Clinical cbemisby below.) 

13 

192



• • 
TABLE 3. Hematology aad coagulation panmeten Ia eats truted with lmidac:lopridJPyriproxyfen 

Spot--on Formulation wbicb exhibited statbtleally tlgolOcaat (p<O.IO)Cbangu, 
Group by Dty iateractioas • 

1. Test tubt:bnce 2. Coatrob 

Parameter paseUnc Day Dayll' Day 
I' 37' 

Males 

Platelets (106/.uL) 0.33 0.26 0.34 0.39 

Females 

E<ythrooyte• 9.71 8.73 8.48 ·8.85 
(10'/,A.) 

Pooled Sues 

Activated partial 12.68 13.03 12.21 12.28 
thromboplastin time 
(oec) 

MCV (0) 41.33 41.19 41.34 41.47 

Leukocytes (JOl.uL) IS.OS 14.84 11.44 11.99 

Eosinophils (10'/,uL) 0.81 1.10 0.43 0.43 

Lymphocytes 6.22 S.44 4.04 5.13 
(10'/,A.) 

Data taken from Tables m.t and ID.2, pp. BI~82,MRID4S097001 
• Mean values 
~ Baseline values are the means of results &om study days -7 and -1. 

Baseline Day 
I' 

030 0.29 

8.46 7.86 

13.53 12.80 

42.81 43.08 

13.74 15.07 

0.93 0.90 

4.68 4.63 

• Means for complete blood count (CBC) paran1tlten indudc data from Day 8 for one female, 
• Means for CBC parameters include data from Day 23 Cor one male. 
• Means for CBC parameters include data trom Day 40 or 41 for two males and two females. 

n..yll1 

034 

83S 

12.94 

43.27 

13.12 

0.65 

3.87 

Day3T' 

0.33 

8.6S 

13.34 

42.85 

10.24 

0.39 

3.26 

r MCIDI for CBC parameters include data from Day 8 for two females and one male. Means for coagulation parameters 
include data from Day 8 for one female. 
• Means for CBC parameters inciude data trom Day 23 for one female 
• Means for coagulation parameters include data from Day 40 or 41 for one male. 

G. Clinical chemistrv 

Statistically significant (p<O.IO) Group by Day interactions were found for the following 
clinical chemistry parameters: alkaline phosphatase and BUN/Creatinine ratio in males. 
These values were within the pretreatment ranges, and the changes were considered to be 
spontaneous in nature and unrelated to treatment. 

On study day 22, cat #744 (the cat that was observed to be circling and unsteady on study 
day 23) exhibited increased sodium concontmtion and total protein; both these values 
exceeded the pre-treatment ranges. There were also slight increases in his BUN on study 

14 

193



• • 
days 1 and 37 and creatinine. These findings in conjunction with those mentioned above 
(see F. Hematology) are consistent with hemoconcentration due to dehydration. 

TABLE 4. Clinical chemistry parameters iD cats treated wilb lmidacloprld!Pyriproxyfen Spot-on 
Formulltion wbk:b uhibited stadstiuUy significant {p<O.IO) Group by Day Interactions • 

1. Tttt substance 
Parameter 

Bastliue Day I Day:Z:Z Day37 

Males 

Alkaline 52.92 48.33 48.50 
phosphatase activity 
(u/L) 

DUN/creatinine ratio 18.86 18.43 17.!56 

Data taken from Tables lll.l, p. St. MRID 4509700i. 
• Mean values 

H. Necropsy findinBS 

45.50 

19.60 

2. Controls 

DaseUne j Day I Day22 

48.92 52.00 53.17 

18.29 18.33 19.77 

Day37 

39.00 

18.73 

Necropsies and histopathological examinations were not performed, as all animals 
survived until termination of the study, and no animals displayed clinical signs which 
were considered to warrant necropsy. 

IV. DISCUSSION 

A. Treatment related clinical signs included salivation and a rough hair coat appearance at 
the trea1ment site. Four cats from the test group and one from the control group 
exhibited salivation after the first lrea1ment. Salivation was first noted within an hour of 
dosing and ended before the 2 hour post·trea1ment observation period. The study author 
attributed the salivation to the animals licking the test substance or vehicle. A rough hair 
coat appearance at the application site was noted for all cals in hoth groups on study days 
14 and 21 during all post-trea1ment obseiValions, and one animal from the test group was 
pruritic at one hour post dosing on study day 21. Clinical signs that may have been 
related to treatment included vomiting by two cats in the test group and loose stools 
from two cats in the (vehicle) control group. Additionally, one male from the control 
group exhibited inappetence on study days 22-24 and was observed to be circling and 
unsteady at the p.m. observation period on day 23. Clinical chemistty and hematology 
findings from this cat on day 22 were consistent with hemoconcentration due to 
dehydration (elevated hematocrit, erythrocyte count, hemoglobin, BUN, creatinine, 
sodium, and total protein), but since this cat was apparently not given a physical 
examination, it is unknown whether he was clinically dehydrated, febrile, or presenting 
neurological deficits. His behavior and appetite were normal for the remainder ofthe 
study, as were his clinical pathology parameters. There were no other treatment related 
effects on hematology, coagulation, and clinical chemistry parameters. There were no 
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treatment related effects on body weights or food conswnption, and there was no 
evidence of irritation at the application sites. Since the cat that exhibited inappetence, 
circling, and unsteadiness following the fourth treatment was in the control group, these 
clinical signs were clearly not due to toxic effects from the active ingredients of the 
product; however, they may represent toxic effects from an ingredient in the vehicle. The 
animal was not examined more closely. However, the signs were transient, and the 
animal apparently recovered with no clinical signs for the remainder ~f the study and no 
abnonnal physical examination findings on study day 37. The guideline only requires a 
single re~treatment with observation of the animals to continue only 14 days beyond 
treatment if no clinical signs of toxicity are noted. As the clinical signs in question did 
not occur until day 22, (exactly 15 days after the second treatment and were exhibited by 
an animal from the vehicle control group), they are not considered to be a treatment 
related. 

B. Study deficiencies 

An animal on the study exhibited clinical signs which needed a thorough examination to 
determine the possible cause of such clinical signs. 

Due to clotting of some blood samples, it was necessary to collect and test additional 
samples. Where necessary, study day I sampling and testing were repeated on study 8, 
study day 22 blood sampling and testing were repeated on day 23, and study day 37 blood 
sampling and testing were repeated on study days 41 and 42. Individual data from the 
repeated tests were not included in the study report. The guideline requires clinical 
pathology testing 24 hours after treatment with additional assessment on day 7 if the day 
I results are altered. It is unclear why the tests on day I were not repeated until day 8. 
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Appendix 8 
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• 
Doug 
Spllker/SHAWN/AGCHEMIU 
SIBAYER 

1210412008 02:57PM 

• 
To davls.kable@epa.gov 

cc Jennifer 
Schofield/SHAWN/AGCHEM/US/BAYER@BAYER-Us-NOT 
ES, Dan 
CiszewskiJSHAWN/AGCHEMIUS/BAYER@BA YER·US·NOT 
ES, Teny 
McNamara/SHAWNIAGCHEM/US/BAVER@BAYER·US..NO 
TES 

bee Ernst 
Heinen/SHAWNIAGCHEM/US/BAYER@BAYER-US-NOTES 

Subject Domestic Animal Safety Study on KiHens. Decision 400153 

Dear Mr. Davis, 
Reference is made to the Agency's review, dated November 20, 2008, of the domestic animal safety study 
protocol (EPA File Symbol No, PR-27997; MRID 47540901) for the proposed product lmidacklprid plus 
pyrlproxyfen for use on cats and kittens. The cover letter from you, dated November 21, 2008, indicated 
that the protocol was deemed acceptable with the two following provisions: 

1. "EPA Guidelines 870.7200 specifies that at least six animals per sex should be used at each 
dosage level" 

Baver Resoonse: As described In the Agency's protocol review, the study protocol will be 
amended to require that all treatment groups contain 12 animals (six male and six female) as tested 
in two replicates: 

• Sx negative control substance {mineral oil) = six animals {three per gender) per replicate 
(12 totaij 

• 3x vehicle control substance"' six animals {three per gender) per replicate (12 total) 

• Sx vehicle control substance= six animals {three per gender) per replicate {12 total) 

o 3x test substance= six animals (three per gender) per replicate (12 total) 

o Sx test substance= six animals {three per gender) per replicate (12 total) 

The randomization section of the protocol will be appropriately modified to reflect this change. 

2. "Coagulation times are not needed as these data are available from adult cats and can be 
used." 

Bayer Response: The testing of coagulation times will be removed from the protocol per the 
Reviewer's recommendation. 

Additional Item: Also in the review (Item No. 1, page 2 of 5), TRB commented that "No Information {was] 
given as to the percentages of the active ingredients and/or inerts in this formulation." This need w~s also 
expressed in a telephone call by the Agency {K. Davis to D. Spilker), on November 19,2008, In :•••=• 
response, Bayer sent the Agency {email dated Nov. 19, 2008) the Confidential Statement of FormuLa fqr 
the proposed product. In explanation, the citation in the Appendix of the proposed pro~ was mete~~· 
"placeholder" for Inserting the Certificate of Analysis on the test article actually used lq:th& siidy. • • 

•••••• With Bayer Animal Health's above agreement to revise the protocol appropriately accorqing:to the 
Agency's review, and the providing of the proposed formula, It is our understanding that t~ls protof81 • 
would be considered acceptable to the Agency. The protocol will ultimately be includAb:;Np part of tile: 
final domestic animal safety study report. However, It Is unclear whether the Agency llodJJQ Tike to have a 
copy of the aforementioned amended protocol for their files prior to the conduct of the study. Ple~f:l" ••. 
respond With your desire for this, and whether any of the above understandings are incorrect • • • • . .. 

• • • •••• 
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Best regards, 
Douglas A. Spilker 

Doug Spilker, Ph. D. 
Manager- EPA Reg. Affairs 
BAYER HEALTHCARE LLC 
ANIMAL HEALTH 
Office: +1913-268-2751 
Mobile: +1 816-506-3102 
Fax: +1 913-268-2135 

• 

Email: doug.spHker.b@bayer.com 

Address: 
P.O. Box390 
Shawnee Mission, KS 66201-0390 
Country: USA 

Bayer Animal Health "Powered by People, Driven by Science" 

• 

•••••• • • • • • • • • 
•••••• • • • • -· ••••• • • • • ••••• 

• • •••••• • .. . • • • . .. 
• 

• • • • • •••• 
• 

•••• • • •••• . .. • • • •••• 
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UNITED STATES ENVIRONMENTAL PROTECTION AGENCY 

WASHINGTON, D.C. 20460 

Douglas A. Spilker 
Bayer HealthCare, LLC 
P.O. Box 390 
Shawnee Mission, KS 66201-0390 

Dear Dr. Spilker: 

NOV 2 1 2008 

Subject: Protocol; Domestic Animal Safety Study on Kittens 
Imidacloprid + Pyriproxyfen Spot-on 
Date Submitted: September 12,2008 

Ofl'ICEOf' 
PREVENTION, PESnCIDES 
AND TOXIC SUBSTANCES 

The Agency has reviewed the submitted protocol for the conduct of a domestic animal safety 
study on kittens (MRID 47540901) using an imidacloprid + pyriproxyfen spot-on product. The 
Agency's review (D356838) dated November 20, 2008, was deemed acceptable with the following 
provisions: 

I. EPA Guidelines 870.7200 specifies that at least six animals per sex should be used 
at each dosage level. In addition. the guidelines also state the vehicle control should 
be administered at a 5X level. The Agency strOngly recommends that a total of 12 
animals be dosed with the 5X vehicle control substance. Please see attached review 
for further detail. 

2. Coagulation times are not needed as these data are available from adult cats and can 
be used. The listing of hematology and clbtical chemistry parameters that will be 
measured is appropriate. Please see attached review for further detail. 

A copy of the Agency review has been enclosed for your records. Should you have any questions 
regarding this letter, please contact me at (703) 306-0415. 

Enclosure- Agency Review (D356838) 

Sincerely, 

Kable Bo Davis 
Entomologist 
Insecticide-Rodenticide Branch 
Registration Division (7505P) 
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UNITED STATES ENVIRONMENTAL PROTECTION AGENCY 

WASHINGTON, D.C. 20460 

OFFICE OF PREVENTION, PESTICIDES 
AND TOXIC SUBSTANCES 

CONTAINS CONFIDENTIAL BUSINESS INFORMATION 

November 20, 2008 

MEMORANDUM 

Subject: Subject: Domestic Animal Safety Study on Kittens 
EPA Reg. No. /File Symbol: PR-27997 
DP Barcode: DP 356838 
Decision No.: 400153 
Action Code: R272 
PC Codes: N/A 

From: Byron T. Backus, Ph.D., Toxicologist 
Technical Review Branch 
Registration Division (7505P) 

0 ~-(?..--'a~---.~ 
( (- ..... ., - ..... Q I' 

To: Kable Davis/Venus Eagle, RM OI 
Insecticide-Rodenticide Branch 
Registration Division (7505P) 

Regislraot: BAYER HEAL THCARE LLC 

FORMULATION FROM LABEL: 

N!A 

ACTION REQUESTED: The Risk Manager requests:. 

~ 

" ... Please review the attached domestic animal protocol for kittens. The proposed spot-on will 
contain a mixture of intidacloprid and pyriproxyfen. In addition to the study, I also included a 
copy of the cover letter which explains everything ... " 

BACKGROUND: 

The material received for review inclodes a document (assigned MRID 47540901) titled: 
"Evaluation of the General Safety oflntidacloprid + Pyriproxyfen Spot-On in 8-Week-O!d 
Kittens." 

Page 1 of.5 
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• • COMMENTS AND RECOMMENDATIONS: 

TRB's comments are listed below: 

1. No information is given as to the percentages of active ingredients and/or inerts in this 
formulation. Currently, the registrant has a registered product (EPA Reg. No. 11556-116) with a 
Jabel declaration of9.1% imidacloprid as sole active; this product is a spot-on for use on cats and 
kittens 8 weeks of age or older. 

2. Two kitten safety studies were submitted to support the registration of 11556-116. These 
studies were reviewed by Virginia Dobozy in a memorandum dated 9/23/97. The fo11owing are 
the executive summaries of these two studies: 

i.ln a domestic animal safety study (MRlD 1144157301), six 6 week-old kittens/sex were 
treated with Advantage 1M (9.1% imidacloprid) at 5X the reconunendad use rate (2.0 mL). 
Six kittens/sex were also treated with the vehicle control at the recommended use rate 
(0.4 mL). According to the study protocol, the animals were supposed to receive 8 
treatments at weekly intervals. However, two males and two females in the imidacloprid
treated group died or were euthanized within 72 hours after the first treatment On 
necropsy, the two females had suppurative cho1angiohepatitis which was assumed to be 
due to an ascending bacteria] infection in the liver. In addition, one female had mild 
diffuse lipidosis. There were no remarkable findings in the males. The study protocol 
was revised to test the toxicity of the major vehicle excipient. Three six week-old female 
kittens were treated with the vehicle at 5X the recommended use rate. All three died 
within 24 hours of treatment. The study report concluded that the kittens were stressed 
from weaning and were not able to tolerate 5X the recommended use rate. 

The study is considered unacceptable and cannot be upgraded. It was terminated prior 
to completion due to animal welfare considerations. 

ii.ln a domestic animal safety study (MRID #44157302), six 8 week-old kittens/sex were 
treated with Advantage TM (9.1% imidacloprid) at 5X the recommended uae rate (2.0 mL) 
at weekly intervals for eight treatments. Six kittens/sex were treated with the vehicle 
control at the recommended use rate (0.4 mL) at weekly intervals for eight treatments. 
There was no evidence of treatment-related toxicity in cJinical signs or clinical pathology 
parameters. All animals gained weight during the study. It was demonstrated that 8 
week-old kittens can tolerate a dose of 5X the recommended use rate. 

The study is considered acceptable and satisfies the draft guideline requirement (81-6) 
for a domestic animal safety study. 

Three six week-old female kittens died after treatment with the vehicle at 5X the recommended 
use rate in the study in MRID 1144157301. From the DER for this study: "The study report states 
that the death of the vehicle-treated kittens substantiated that the major excipient induced the 
toxicity observed in the Advantage™-treated kittens." No deaths among the vehicle control 
kittens occurred in the study in MRID 44157302, but these animals were only treated at the IX 
(0.4 mL) dose level. 

Page 2 ofS 
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3. From p. 6 ofMRJD 47540901 the study will be conducted in two equivalent replicates. Each 
replicate will include the following: 

5x negative control substance (mineral oil)= six animals (three per gender) per replicate 
3x vehicle control substance= four animals (two per gender) per replicate. 
Sx vehicle control substance= four animals (two per gender) per replicate. 
3x test substance= six auimals (three per gender) per replicate. 
Sx test substance= six animals (three per gender) per replicate. 

This gives a total of 8 animals (four per gender) for the Sx vehicle control substance. The 
870.7200 Guidelines specifY that: "At least six animals per sex should be used at each dosage 
level." In addition, the Guidelines state that: "The vehicle control should be administered at a 
5X level. The vehicle should contain the inert ingredients at the maximum levels that would 
appear in the 5X formulation." TRB strongly recommends that a total of 12 animals be dosed 
with the SX vehicle control substance. If there is a limit to the number of animals that are used in 
this study then the total number of auimals in the 5X negative control substance (minetal oil) 
group can be reduced to eight animals (four animals per replicate). The absence of a IX group is 
noted; however, if no effects are observed in the 3X test substance group then this should be no 
problem. 

4. From p. I 0 of MRlD 47540901 it is stated that kittens will be prophylactically treated against 
coccidiosis in the period during the acclimation period (specifically days -14 to -I 0). TRB 
woUld have no objections to the treatment of the kittens with drugs up to day ~3 to minimize the 
possibility that they would show effects .from protozoan infestations during the treatment period. 
From p. 13 all kittens will be treated with funbendazole and sulfadimethoxine on days 3 to 7; if 
the need for additional treatment becomes necessary a facility veterinarian, the study director and 
sponsor representative would agree with the selection "so as to avoid the use of medications 
andfor therapies that either enhance or diminish the pharmacological effects of the test substance. 
However, if necessary, emergency treatment will be given immediately to any animal and the 
sponsor representative will be notified as soon as possible." This is acceptable to TRB. 

5. From infonnation onp. 12 a IX dosage of the test substance would be 0.23 mL, and a IX 
dosage oftha vehicle control would be 0.21 mL. The 3X and 5X applications would then be 
multiples of these quantities. The total dose will be divided by three and will be administered as 
3 subdoses approximately 60 minutes apart. The applications will be made directly to the skin 
on the dorsal midline from the base of the skull to the interscapular region. These dosage rates 
and type of application are acceptable. 

6. In order to minimize stress on the animals, 1-3 mL [per kitten] of blood will be collected :from 
the animals on study days -7, 1, 15 and 28. Coagulation times are not needed as these data are 
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•• • • available from adult cats and can be used. The listing (p. 16) of hematology and clinical 
chemistry parameters that will be measured is appropriate. 

7. TRB bas no objections or concerns regarding the rest of the proposed protocol. 
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21-Day Screen Completed by 

Contractor 

21-Day Expires on /2.- Z-4'-o ~ 

Jacket# 
MRID# 

11 .rs-r;- r< LAJ 

'-179 llfJ 

Content Screen: Recommended to 
~Fail 

Transfer This Jacket to: 
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• • 
Memorandum 

Date: \d- Ito loa.. 
' 

To: £ [YJ , Regulatory Manager 

From: Information Services Branch, ITRMD 

Your receipt of this data submission is not an 
indication that MRIDs for the enclosed studies have 
been posted to OPPIN. 

We expect that it will be approximately 5 days 
from the above date before the study-level data is 
available in OPPIN. 

If you have any questions about this process, 
please contact Teresa Downs (305-5363). 

This is a: 'F(fully accepted submission 
0 partially accepted submission 
0 rejected submission 
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.SEPA 

A.D~1INISTR.A:TIVE NO(S),: 

• 

P1vf: _; ___ ----,-·· ----~-

CHE!-.1lCiJ~ No.:-------"-----

The jacket for this action can be 
requested through the JACKETS system. 

207



··-· 

• • PRIA 2-21 Day Content Screen Review Worksheet 
(EPA/OPP Use Only) 

3/23/09 
21 Day Screen Start Date: 1?..-3-o~ 

FeePaid: Yes~ Experts In-Processing Signature: d E f.(.,.,..,.. t.Nc,:rd/of Date tz -'l-d1 
Division management contacted on issues No Yes Pate 

EPA Reg. Number: 1/SS(p- /(.LrJ EPA Receipt Date: 1'1--3-09 
Items for Review Yes No N/A* 

1 
Application Form (EPA Form 8570-l)(link to form) signed & complete 

X including package type 

Confidential Statement of Formula all boxes completed, form signed, and x 
2 

dated (EPA Form 8570-4) (Link to form) 
a) All inerts (link to http://www.epa.gov/opprdOOl/inerts/), yes no 

including fragrances, approved for the proposed uses (see X Footnote A) 

3 
Certification with Respect to Citation of Data (EPA Form 8570-34) (Link to 
fonn) completed and signed (N/A if 100% repack) 

I 
)( I 

Certificate and data matrix consistent X 
1 If applicant is relying on data that are compensable, is the offer yes no 

to pay statement included. (see Footnote B) 

If applicable, is there a letter of Authorization for exclusive use only. 
Formulator's Exemption Statement (EPA Form 8570·27) (Link to form) 

4 completed and signed (N/A if source is unregistered or applicant owns the )( 
1 technical) 

Data Matrix (EPA Form 8570-35) (Link to form) both internal and external 

'X copies (PR 98-5) (Link to PR 98-5) completed and signed (N/A if 100% 
repack) . . 

ves no "'' . 
5 a) Selective Method (Fee category experts use) )( I - .·, 

b) Cite-All (Fee category experts use) 
.. . 

c) Applicant owns all data (Fee category experts use) . . . 

5 Copies of Label (link to htto://www.eua.gov/og(!feadl/labelinll/lrrn/) >( 6 (Electronic labels on CD are encouraged and guidance is available)( link to 
http://wvlw.epa.gov/pes1icides/regulating/registering/submiss!ons!index.htm#labels 

I l . 

1 
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• 7 Is the data •PRNotice8~5 (linkt;PRN86-5) )\ 

Notice of Filing (link to 
8 htto://www.ega.gov/nesticides/regulatinflltolerance netitions.htm) included x with petitions (link to 

nl oh 

9 
If applicable for conventional applications, reduced risk rationale (link to 

>( L -" 

Required Data (link to -· and/or 
I data See ,c 

a) List study (or studies) not included with application 

10 

-

2 
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/tC 

Comments: 

lJ S·t.A J,·, / 

I'<>~~ e.J iS{,- 5 r<vie'<). ( C t · or re c. It" I') f._ ev'l-\-

* NIA- Not Applicable 

Footnotes 

A. During the 21 day initial content review, all CSFs will be reviewed to determine 
whether all inerts listed, including fragrances, are approved for the proposed uses. lf an 
unapproved inert is identified, the applicant must either 1) resolve the inert issue by, for 
example, removing the inert, substituting it with an approved inert, submitting 
documentation that EPA approved the inert for the proposed pesticidal uses, correcting 
mistakes on the CSF, etc. or 2) provide the data to support OPP approval of the inert or 3) 
withdraw the application. Removing or substituting an inert ingredient will require a new 
CSF and may require submission of data. All infonnation. forms, data and 
documentation resolving the inert issue must have been received by the Agency or the 
application withdrawn within the 21 day period, othenvise, the Agency will reject the 
application as described below. 

To successfully complete this aspect of the 21 day initial content screen, applicants are 
strongly encouraged to verify that all inert ingredients have been approved for the 
application's uses even if a product is currently registered by consulting the inert Web 
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site [link to http:/Aw.epa.gov/opprdOOl/inertsllists.htffil]& 1fthe inert is not 
approved, to obtain the necessary inert approval prior to submitting an application 
to register a pesticide product containing that inert ingredient. Some inert 
ingredients are no longer approved for food uses or certain types of uses. The name 
and/or CAS number on a CSF inust match the name and CAS number on this web site. 
Simple typographical errors in the name or CAS number have resulted in processing 
delays. 

If an inert is not listed on the inert ingredient web site and the applicant believes that the 
inert has been approved, the applicant should contact the Inert Ingredient Assessment 
Branch (11AB) at inertsbranch@epa.gov and resolve the issue. Copies of the 
correspondence with IIAB resolving the issue should accompany the application. All 
new inerts except PIP inerts are reviewed by liAR The IIAB should also be contacted 
for any questions on what supporting data needs to be submitted for and the Agency's 
inert review process. Questions on PIP inerts should be directed to the Chief of 
:Microbial Pesticides Branch [Link to 
http:/ /wv;w .epa. gov I oppbopd llbi opesti cid es/ contacts bppd .h tm] . 

When a brand, trade, or proprietary name of an inert ingredient is listed on a CSF, 
additional information such as an alternate name of the inert, CAS number or other 
information [link to http://www.epa.gov/opprd001/inerts/tips.pd0 must also be included 
to enable the Agency to determine if it has been approved. Each component of an inert 
mixture (including a fragrance) must be identified. In some cases, the supplier of the 
mixture or fragrance may need to provide this information to the Agency. Prior to the 
Agency's receipt of an application, applicants must arrange with a proprietary mixture or 
fragrance supplier to provide the component information to the Agency or promptly upon 
EPA's request. If the inert ingredients in a proprietary blend (including fragrances) 
cannot or are not identified or provided within the 21 ~day content review period, the 
Agency will reject the application. 

During the 21 day content review, applicants should submit information to the individual 
identified by the Agency when the applicant is informed of an unapproved inert. 

Unapproved Inerts Identified on CSFs 

All applications except conventional new products and PIPs 

Once an unapproved inert is identified on a CSF, the Agency will contact the 
applicant with the following options: 

1. Correct the application by, for instance, correcting the inert's identity or CAS 
number, providing documentation that the inert has been approved, or 
removing the unapproved inert from the CSF or replacing it with one that is 
approved for the application's uses; or 

2. Submit the information and data needed for the Agency to approve the 
unapproved inert. Ifthis option is selected and implemented, the Agency may 
request an extension in the PR1A decision review timeframe to accommodate 
the inert review/approval process; 
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3. Withdfl tne application (the Agency retains 2.flot the full fee for the fee 
category estimated); or 

If none of these options is selected and implemented by the applicant within the 
21 day content review period,. the Agency will reject the application and retain 
25% of the full fee of the category identified. 

Conventional New Product Applications 

When the Registration Division identifies an unapproved inert on a CSF with an 
application for a new product that the applicant has not identified as requiring an 
inert approval (R311, R312 or R313), it will contact the applicant with the 
following·options: 

1. Correct the application by, for instance, correcting the inert's identity or CAS 
number, providing documentation that the inert has been approved, or 
removing the unapproved inert from the CSF or replacing it with one that is 
approved for the application's uses; or 

2. Submit the information and data needed for the Agency to approve the 
unapproved inert, including any required petition to establish or amend a 
tolerance or exemption from a tolerance. (This option may change the PR1A 
category for the application, which could require a longer decision review 
time and a larger fee. If additional fees are due, they must be received by the 
Agency within the 21 day content review period.) 

3. Withdraw the application (the Agency retains 25% of the full fee for the fee 
category estimated); or 

If none of the above options is selected and implemented during the 21-day 
content-review period, the Agency will reject the application and retain 25% of 
the appropriate fee for the new product-inert approval category. 

P1P Applications 

When the Biopesticide and Pollution Prevention Division identifies an 
unapproved inert on a P1P CSF and a request to approve the inert does not 
accompany the application, it will contact the applicant with the following 
options: 

1. Correct the application by, for instance, correcting the spelling or name of the 
inert to that in 40 CFR 174, or providing documentation that the inert has been 
approved; or 

2. Submit the infonnation and data needed for the Agency to approve the 
unapproved inert. If an inert ingredient tolerance exemption petition is 
required, the petition must be received by the Agency and the B903 fee paid 
within the 21 day period. lfthis option is selected and implemented, the 
Agency will discuss harmonizing the timeframe for both actions. 
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• • 3. Withdraw the application (the Agency retains 25% of the full fee for the fee 
category estimated); or 

If none of the above options is selected and implemented during the 21 day 
content review period, the Agency will reject the application and retain 25% of 
the fee. 

B. A policy on documentation of offers to pay is still being developed, however, for a 
me~too or fast track (similar/identical) new product, R300 or A530, an application 
without the necessary authorizations of offers to pay will be placed into either R301 or 
A531. The Agency recommends that authorizations of offers to pay be submitted with 
other PRIA applications to avoid delays in the Agency•s decision. 

C. Biopesticide applicants are advised to contact the Agency and discuss study waivers 
prior to submitting their application to the Agency. Documentation of such discussions 
should be submitted with the study waiver. 
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----------~ 

UNITt STATES ENVIRONMENTAL PROTECT! AGENCY 
WASHINGTON, D.C. 20460 

December 4, 2009 

OPP Decision Number: D-42420 l 
EPA File Symbol or Registration Number: 11556-RLN 
Product Name: ADVANTAGE IGR 5 
EPA Receipt Date: 03-Dec-2009 
EPA Company Number: 11556 
Company Name: BAYER HEALTH CARE LLC 

DOUGLAS A. SPILKER, PH.D. 
BAYER HEAL THCARE LLC 
ANIMAL HEALTH DIVISION 
PO Box 390 
SHAWNEE MISSION, KS 66201-0390 

OFFICE OF 
PREVENTION, PESTICIDES AND 

TOXIC SUBSTANCES 

SUBJECT: Receipt of Registration Application Subject to Registration Service Fee 

Dear Registrant: 

The Office of Pesticide Programs has received your application and certification of 
payment. If you submitted data with this application, the results of the PRN-86-5 screen will be 
communicated separately. During the administrative screen, the Office of Pesticide Programs 
has determined that this Action is subject to a Pesticide Registration Service Fee as defined in 
the Pesticide Registration Improvement Act. 

The Action has been identified as Action Code: R31 0 

NEW PRODUCT;NON-F AST TRACK (INCLUDES REVIEWS OF PRODUCT 
CHEMISTRY;ACUTE TOXICITY;PUBLIC HEALTH PEST EFFICACY); 

No additional payment is due at this time. 

If you have any questions, please contact the Pesticide Registration Service Fee 
Ombudsman at (703) 305-6249. 

ogy & Resources Management Division 
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r---------------- ·-·-·········· ··········· 

• • 
!Fee for Service! {863543+-

This package includes the following 

@New Registration 

oAmendment 

for Division 

0 AD 
0 BPPD 
@RD 

l'{j Stu9ies? ° Fee Waiver? 1 

1 ° volpay %_ Re~uction: ......... .... _j L Risk ~~r. o=J _ _j 
--- -----------~------- ---------- ------------------ -----

Receipt No. s-1 863543 I 
EPA File Symbol/Reg. No. I 11556-RLN I 
Pin-Punch Date: I 12/3/2009 I I 

... --·- .. ··- ... . ........ ··--·- -··· .. .. ...... . . . ... ····· ..... ·--.... ·- ___ . __ _j 
D This item is NOT subject to FFS action. 

1 Action Code:-- · -ll Parent/Child Decisions: l 

R•::::: ~;; l i i 
t::::: l r.'?~J(,, , L_ --··----···----' 
;rg[ Inert Cleared for Intended Use ~ Uncleared Inert in Product 

Reviewer:~· Date: D/o/Q~· 
I I 

Remarks: 
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• Pay .gov - Online Payment 

Online Payment 

_Q~~~~~-P.~~I!!~f.l.! __ _ 
Step 3: Confirm Payment 

Thank you. 
Your transaction has been successfully completed. 

Pay .gov Tracking Information 

Application Name: PAIA Service Fees 
Pay.gov Tracking 10: 2501 ICHP 

Agency Tracking 10: 74089837114 
Transaction Date and Time: 11/23/2009 12:03 EST 

Payment Summary 

~Q.~!!SS _JnfOr!:!)!ltlo!l. .. 

Account Douglas A. Spilker 
Holder Name: 

Billing 12707 Shawnee 
Address: Mission Parkway 

Billing Bayer Animal 
Address 2: Health 

Ac_~.Q.l;!X!t!!lf~!!!l!ltion _____ .. 
C8rd Type: Mas1er Card 

Card Number. .,. .......... 0576 

Decision 
Number: 

Registration 
Number: 

• Page 1 of 1 

11213 

'. ~I:!Yr.nJm!.!nfor~.~!J.OJL .... 
Payment Amount: $4,578.00 
Transaction Date 11/23/2009 

and Time: 12:03 EST 

City: Shawnee 

State/KS 
Company Sayer HealthCare, . 

Province: 

Zip I Postal 66216·1846 
Code: 

Country: USA 

Name: LLC-AHD 

Company t1556 
Number: 

Action Code: A31 0 

--------- ------------
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,---------------~ -----~--

Fo~ ·~ 
I 

United Stlltee Roglatratlon OPf' Identifier Number 

&EPA Environmental Protection Agency I-"-
Amend mont 

Wuhln;ton, DC 20460 f-
Other 

1for I • I I 

I ~:~~s1 
Eagie ......,,,. 

R~l'l 0·- D Rotricted 1 .... .... 01 
Js. Hanel and Addre" of AppUo.nt (lndutl. ZIP CoftJ 6. Expedited Review. In accordance with FIFRA Section 31cll31 

Bayer HealthCare lLC, Animal Health Division lbHO, my product Is timilar or Identical In composition end labeling 

P.O.Box390 Ito' 
Shawnee Mission, KS 66201·0390 a EPA Rag. No. 

n · •. MW adrJru. Product Name 

I - II 
r 

Amenclmom • EqWn tMiow. D AMI printed ilh!e In rQpOnee to := Agenoy klnor detM 
Aewbml .. ion In ,..,_,to Agency letter detod 0 •Me. Too• ApplioMion. := Notlfiollllon- bcpleln below. 0 Othar- Explllln bofow. 

Explanation: Un tddiliDNII p~)lf MOHiary. (For Notion I end S~n 11.1 

Application for new product registration; Proposed Fee Category: R310- 'New end~use or manufacturing-use product; requires review 
of data package within RD: Fee category recommended byV. Eagle (PM01). See attachment {Bpp.) for more information. 

H 

I • Ill 

"" ......... ,.... F 
PaobQing 

I X Met .. t]:-· v. Voo 

lx No ~ No 
...... 

P:l=~ I ;. c:::::t::::' IINJ$1 I~.::'!.<- ...... ~~·yoo• ""' No. per .... oontillnor '--
I 

l'jg'j":: .. I to g::·L.o.· 
Oeonc-~nar 4-0.23ml tube 

8. Menner in Whioh laiMI '- Affix.d to l'foduot 

~ 0"""' s •• 

I- IV 

l1.c""""'~"' ·- '· .. ·- I ~~ager, EPA Reg. Affairs 
Codo} 

Douglas A. Spilker, Ph.D. 
'~I • 

Certification T: t•· " 
I certify that the etetemento I have mede on thia form .net .U ettachmonta thereto •• tnle, accuroto end 
I aoknowt.do- that MY knowingly tole• or rn!.lo.eding etotoment mov bo punlahabl. bv tine or impriltllrvnel'lt: • •: 
both under ; 

(Stamped) 

--~4-L;k I•· ""' - • ••••• • • • 
• • •••• 

Manager, EPA Reg. Affairs • • • ••••• • ••• 
I•·T-"""" I' [5. Dete 

• • •••• 
Douglas A. Spilker, Ph.D. 3o i!Hv. ?.tJ?ff • •• •• • •••• 

... A FMm 0>70-1 IR ... .......... ~ I WI"'- ·EPA Yellow • Appllqnt Copy: 

217



• • 
ATTACHMENT FOR OPP 

APPLICATION FOR PESTICIDE NOTIFICATION 

Advantage® IGR 5 

With this application and the enclosed documents, Bayer HealthCare, Animal Health Division, 
requests the registration of Advantage0 IGR 5, a new spot-on insecticide product for use on 
small cats and kittens. This imidacloprid + pyriproxyfen-containing product will be packaged in 
single-use tubes for application by pet owners and veterinarians for control of various stages of 
fleas and lice on cats and kittens. 

Although this is an application for registration of a new product, the product itself is not really 
new to the Agency. In explanation, on December 11, 2007, the Agency issued Notices of 
Registration for both Advantage Plus 9 for Cats (EPA Reg. No. 11556-126) and Advantage Plus 
18 for Cats (EPA Reg. No. 11556-129); see Appendix 1. The proposed product contains the 
identical formulation and use pattern, residential - indoor, as the previously accepted products 
Advantage Plus 9 and 18. Although Bayer HealthCare subsequently voluntarily withdrew the 
registrations of Advantage Plus 9 and Advantage Plus 18, this was for marketing reasons, and 
not because of a safety/risk issue or lack of data for the products. Therefore, much of the data 
needed to support this proposed product has already been reviewed and accepted by the Agency 
during the review process for the Advantage Plus 9 and 18. Furthermore, there are analogous 
registrations for this identical formulation for use on dogs and puppies, currently registered as 
Advantage Plus 10 (EPA Reg. No. 11556-128), Advantage Plus 20 (11556-125) Advantage Plus 
55 (11556-127) and Advantage Plus 100 (11556-130). 

Product Chemistry 

The insecticide formulation is identical to the formulation previously accepted for the 
imidacloprid + pyriproxyfen-containing cat products (Advantage Plus 9 and 18), as well as the 
currently registered dog spot-on products (Advantage Plus 10, 20, 55 and 100). Therefore, the 
product chemistry data requirements have already been satisfied for this formulation. 

Briefly, the insecticide formulation is a liquid solution of imidacloprid (9.1% w/w) and 
pyriproxyfen (0.46% w/w) in inert ingredients which are on EPA's list of acceptable iqert 
ingredients for use in pesticides. The source of the active ingredients for this procMet-11te 

 
 The product chemistry data to support the ¢&1itijttion ·of:n:tis 

formulation are in the following Bayer Reports which are on file with the A&encv: and listed in 'i'•••'• the Data Matrix: : : 
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• • 
Bayer Report No. 75133 entitled "Product Chemistry of (10% w/v, 9.1% w/w) 
Imidacloprid + (0.5% w/v, 0.46% w/w) Pyriproxyfen Topical Solution- OPPTS 830-
Group A: Product Identity, Composition, and Analysis," EPA MRID No. 45096902, 

Bayer Report No. 75132 entitled "Product Chemistry of (10% w/v, 9.1% w/w) 
Imidacloprid + (0.5% w/v, 0.46% w/w) Pyriproxyfen Water Topical Solution, OPPTS 
830 Group B- Physical/Chemical Properties," EPA MRID No. 45096903. and, 

Bayer Report No. 75130 entitled "Validation of Bayer Animal Health Test Method TMC-
14.02 for the Determination of lmidacloprid and Pyriproxyfen Topical Solution 
Formulation by HPI..C," EPA MRID No. 45096901. 

Although the report titles do not use the "Advantage® IGR" trade name, the formulation 
described and tested is identical to Advantage® IGR 5. 

Also, these three product chemistry reports support the registration of the two other pending 
Advantage® IGR products {Advantage® lGR 9 and Advantage IGR 18] whose applications 
accompany this application. 

The Agency has previously reviewed these product chemistry data and found them acceptable 
and fulfilling all product chemistry requirements, except for the Storage Stability data 
requirement and some minor Confidential Statement of Formula (CSF) issues (see Appendix 2). 
The CSF issues are moot, since new proposed CSFs are included in this application. Bayer 
agreed to provide the stability data on the product using final packaging. This study is on-going, 
with a due date to the Agency 5/31/2010; an interim report of the study was sent to the Agency 
on 7/2/09 (see Appendix 3.) 

Confidential Statement of Formula - Two copies of the respective Confidential Statement of 
Formula (EPA Form 8570-4) for the proposed product are enclosed with this application. 

Product Toxicology • • •••••• • 
•• • 

We are relying on the previously accepted acute toxicity studies on the fofllmjletion tclsOP{rt>rt -,---.. 
this proposed registration action; that is, no new acute toxicity data are! int:l!Jded witlt the 
application. The Precautionary Label Language and Signal Word are the samr••t the cun·ently 
EPA-accepted Advantage Plus for Dog products. Because the acute oral toxit;it.1 value.for Jhe 
formulation was below the 1500 mglkg "trigger," and because this is a "'~!I!l;ntial••a!,.2he 
products must be marketed in Child-Resistant Packaging (CRP). ..: •• • • 

•••• • • •••• 

Page 2 of 8 

Advuntage !GR 5 Ap]ltiCationAttudt2009.doc 

• •• • • • •••• 

! 1/30109 

219

*Inert ingredient information may be entitled to confidential treatment*



• • 
To support the registration of Advantage® IGR 5 (and also for the other two Advantage® IGR 
products), the following acute toxicology data were submitted with the original applications for 
the Advantage Plus registration sent AprillO, 2000. 

EPA EPA 
MRID Guideline 

Number Number 

45096904 870.1100 

45096905 870.1200 

45096906 870.1300 

45096907 870.2400 

45096908 870.2500 

45096909 870.2600 

Bayer 
Report 

Number 

75195 

75196 

75197 

75199 

75200 

75201 

Bayer Report Title 

Acute Oral Toxicity Study with Imidacloprid 
(9.1%) /Pyriproxyfen (0.9%) Spot On in Rats 

Acute Dermal Toxicity Study with Imidacloprid 
(9.1%)/Pyriproxyfen (0.9%) Spot On in Rats 

Acute 4~Hour Inhalation Toxicity Study with 
lmidacloprid (9.1 %)/Pyriproxyfen (0.9%) Spot On 
in Rats 

Primary Eye Irritation Study in Rabbits with 
lmidacloprid (9.1 %)/Pyriproxyfen (0.9%)/5.0% 
Water Spot On 

Primary Dermal Irritation Study in Rabbits with 
lmidacloprid (9.1 %)/Pyriproxyfcn (0.9%) Spot On 

Dermal Sensitization Study in Guinea Pigs
Closed Patch Technique with Imidacloprid 
(9.1 %)/Pyriproxyfen (0.9%) Spot On 

Please note, the study titles refer to test materials with a slightly different formulation than that 
which is proposed for registration. The formulation proposed for registration contains 9.1% 
imidacloprid, 0.46% pyriproxyfen, and , and the other inert ingredients identified on 
the Confidential Statement of Formula. The formulation used for five of the acute toxicity 
studies contained 9.1% imidacloprid and a higher pyriproxyfen concentration (0.9%) and  

. The formulation used for the primary eye irritation study (Bayer Report No. 75199, EPA 
MRID No. 45096907) contained 9.1% imidacloprid, 0.9% pyriproxyfen. and

In a November 2, 1999 meeting between EPA anti Bayer 
representatives, the Agency's teclmical reviewers (Byron Backus and John .R;dd-~n) c~d 
that EPA would accept these studies since the formulation tested represcjits:a!"worst ~ase" 
compared to the current formulation proposed for registration. • ••••• • • • • •• • • 
The Agency reviewed these six studies (review dated August 30, 2000; see Allftltlt~ix 4)!.1tU:Six 
studies were classified as "Acceptable" by the Agency and have fulfilled tJv:JJ&t~te toxicology 
requirements necessary for registration. Based on the results of these six acute toxicity~tdl.ies, 
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• • 
the Agency concluded that the product would be a Toxicity Category III product with a 
CAUTION signal word. The enclosed draft labeling reflects this signal word. 

The results of the acute oral toxicity study (Bayer Report No. 75195; EPA MRID No. 45096904) 
were an LDsoof 1283 mglkg for male rats and 1000 mglkg for female rates. As these values 
were below the 1500 mglkg threshold level, and as this is a residential use, the Agency specified 
the product must be in child~ resistant packaging (CRP). Bayer conducted a follow-up acute oral 
toxicity study (Bayer Report No. 75922; MRID No. 47089411) with the proposed ftnal end-use 
formulation (9.1% imidacloprid, 0.46% pyriproxyfen, and ) to confmn if this product 
must be in child-resistant packaging. The estimated oral Wso for female rats in this study is 
1098 mglkg. and again below the 1500 mg!k:g threshold for child-resistant packaging. Therefore. 
we Wlderstand that the Advantage0 IGR products must be sold in child-resistant packaging 
(CRP) to receive registration from the Agency. Data from CRP testing is enclosed with this 
action and is discussed below. 

Packaging 

This product will consist of a blister package constructed of plastic and foil containing individual 
single-use plastic tubes each containing 0.23 mL of the liquid insecticide. For this product there 
will only be one package size -a 4~tube package. The plastic and foil blisters will be marketed 
inside cardboard boxes. The boxes will contain all of the appropriate text from the enclosed 
draft labeling, dated 1 I/24/09. The complete label text, including directions for use, will be in a 
leaflet insert that will accompany the blister package in the cardboard box. The individual 
plastic tubes inside the blisters will contain only the draft labeling indicated on page 8 of the 
label text. Please note, because the tubes are very small in size, we are proposing that only the 
product name, the active ingredients. the amounts of the active ingredients and the EPA Reg. No. 
be printed onto each tube. This packaging and labeling scheme is identical to that used by 
Bayer's currently registered product, Advantage® 9 Topical Solution (EPA Reg. No. 11556-I 16). 

Child·Resistant Packaging Testing 

The most significant difference in the packaging between the previously registered products -
Advantage Plus 9 and Advamage Plus 18 ~ and the proposed products is that the products are in a 
different Child~Resistant Packaging (CRP) material. For the previous products, the CRP 
packaging was made of PVC and the respective child and adult testing data were found 
acceptable to the Agency. The proposed products will be produced in KISI blisters. The testing 
design to satisfy the requirements for all product presentations was developed \fitlJ.:tJte 
agreement of the Agency's expert, Dr. Rosalind Gross (see Appendix 5.) The end results -or these 
efforts are that Bayer has developed CRP (KISI Type) blister packaging for 4.<vl>o.blist¢'ftilile 
Advantage IGR 5. The Child-Resistant Packaging tests have been conduc~ ~i Great J.akes 
Marketing, Toledo, Ohio, using both children and senior panel tests acconiias•to the Agency 
guidance and the effectiveness specifications in 16 CFR Part 1700.15 (b) ~ ~hlld~r;sis~t 
(special) packaging. ••••• • •• • .: • • 
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• • 
Details of the child~resistant and senior adult panel tests for the 4-tube blister package are 
included in the following enclosed two reports to support the registration of Advantage® IGR 5 
for cats and kittens: 

Bayer Report No. 33741 (4-pack; child panel) 
Bayer Report No. 33742 (4-pack; adult panel) 

A CRP Certification letter is also enclosed. 

With regard to the overall CRP testing of the various packaging configurations, Bayer is aware 
of PR Notice 97-9 regarding the electronic submission of CRP test data, and therefore these data 
have been prepared appropriately and are included on separate CDs with this application. 

Efficacy 

To support the efficacy claims for the Advantage® IGR 5 (as well as Advantage IGR 9 and 18) 
product(s) on cats, Bayer is citing studies previously reviewed and accepted by the Agency for 
Bayer's currently registered imidacloprid-containing Advantage® 9 Topical Solution (EPA Reg. 
No. 11556-116) and Advantage"' 18 Topical Solution (EPA Reg. No. 11556-118) products. The 
Advantage lGR formulation contains 100 mg imidacloprid per 1.0 mL of product. Based on 
previous research, the minimum effective dosage of imidacloprid for control of fleas and lice is 
10 mg Allkg (--4.5 mg Al/lb.) body weight. Therefore, this single-use tube of product (volume 
0.23 mi...) when applied to cats and kittens up to 5 lbs. in weight (label limitation), provides the 
appropriate and identical effective rate as the aforementioned Advantage products. Therefore, the 
previously submitted data are relevant and support this application for registration. Specifically, 
these reports are: 

EPA MRID 43679503 entitled "Efficacy Evaluation of Bay t 7391 (lmidacloprid) 10% 
Solution Applied Dennally for Control of Fleas on Cats" (Bayer Report No. 74571) and. 

EPA MRID 43679504 entitled "Efficacy Evaluation of Bay t 7391 (lmidacloprid) 10% 
Solution Applied Dermally for Control of Fleas on Cats" (Bayer Report No. 74581). 

EPA MRID 43679609 entitled "Efficacy Evaluation of Bay t 7391 (lmidacloprid) 10% 
Solution Applied Dermally for Control of Fleas on Dogs" (Bayer Report No. 74572) and, 

EPA MRID 43679610 entitled "Efficacy Confirmation of Bayt7391 (lmidacloprid) 10% 
Solution Applied Dermally for Control ofF1eas on Dogs" (Bayer Report No. 74541). 

The above referenced studies support the once~per-month use of imidacloprid (Advantage®) to 
control fleas and, therefore, the once-per~month use of imidacloprid in Advantage® IGR to 
control fleas. 

The currently accepted labels for Advantage® 9 and 18 Topical Solution and the draft proposed 
labels for Advantage0 IGR 5, 9 and 1 B have a claim for water resistance of the product (i.e. 
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waterproof), larvicidal efficacy, and a 12~hour "speed of kill" claim. These claims are supported 
by Bayer studies previously submitted to, reviewed by, and accepted by the Agency for Bayer's 
currently registered products Advantage• 9 Topical Solution (EPA Reg. No. ll556-II6) and 
Advantage® 18 Topical Solution (EPA Reg. No. II556-II8). Specifically, these reports are: 

EPA MRID 44256903 entitled "Evaluation of the Effects of Shampooing or Water 
Immersion on the Initial and Residual Efficacy of Advantage0 for Flea Control on Dogs" 
(Bayer Report No. 74792), 

EPA MRID 44256902 entitled ''Imidacloprid Topical Formulation: Larvicidal Effect against 
Ctenocephalidesfelis in the Surroundings of Treated Dogs" (Bayer Report No. 74828) and, 

EPA MRID 44256901 entitled "Comparative Evaluation of How Quickly Advantage® and 
Frontlinem (fipronil) Top Spot Kill Fleas on Dogs" (Bayer Report No. 74800). 

Whereas Advantage0 is efficacious against larval and adult fleas, the new Advantage® IGR 
product is effective against flea larvae, adult fleas, and flea eggs. The active ingredient, 
pyriproxyfen, is currently registered in numerous products for many different uses. Among these 
registrations, there are at least 13 currently registered pyriproxyfen flea products which range in 
active ingredient concentration from 0.125 to 5.3 percent. The concentration of pyriproxyfen in 
Advantage® 1GR (0.46%) falls within the range of concentrations of the currently registered 
products. 

Bayer is also citing three efficacy studies with pyriproxyfen from McLaughlin Gormley King 
Co. (MGK) with the appropriate MRID numbers. Enclosed with these applications is an 
authorization letter from MGK to permit the use of these data to support the Advantage® IGR 
products. Specifically, these reports are: 

EPA MRID No. 450860801 entitled "Evaluation of Two Concentrations of Nylar 
(Pyriproxyfen) in a Dip and Shampoo Fonnulation Against the Hatch of Flea Eggs Collected 
from Treated Cats" (MGK Report No. OT018-94), 

EPA MRID No. 450860801 "Flea Eggs: Target of the New IGR On-Animal Treatments" 
(MGK Report No. OT016-93), 

EPA MRID No. 450860801 "Final Report on Comparison of Isopropyl Alcohol Dilutions of 
Pyriproxyfen and Fenoxycarb on Hatchability of Flea Eggs" (MGK Report No. OT006-96) 
and, 

Please note that "Nylar" is a trade name for pytiproxyfen. 

The results of these studies support the once-a-month application rate for Advantage® IGR since 
the efficacious concentration of pyriproxyfen used in the studies was lower than the 
concentration in the formulation proposed for registration. In addition, the lower concentration 
of pyriproxyfen was shown to be effective for a period greater than one month. 
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These efficacy study reports also support the registration of the other Advantage® IGR products 
for cats ~Advantage® IGR 9 and 18 ~whose application accompanies this application. 

The only other pest that appears on the proposed label is biting (chewing) lice. To support these 
claims, we reference the efficacy data (Bayer Report No. 75950; MRID No. 47190401) 
previously used to support lice control for the Advantage Plus for Dogs product. The report is 
referenced in the Data Matrix. These data show that the imidacloprid~containing Advantage is 
very effective for the control of the dog louse (Trichodectes canis); see Appendix 6. The dog 
louse and the louse infesting cats (Felicola subrostratus) are very similar in that they are both 
considered "biting" lice. Therefore, the imidacloprid in the Advantage IGR formulation should 
also be very effective for control of the cat louse, and we have received anecdotal reports via our 
1-800 line that imidacloprid is effective against cat lice, when treating fur fleas. 

Companion Animal Safety 

Adult Cats- Bayer has on file with the Agency Report No. 75122 (Evaluation of the General 
Safety of9.1% lmidacloprid with 0.9% Pyriprox.yfen Spot~on Fonnulatimt in the Target Species, 
Adult Cats) to demonstrate the safety of Advantage lGR in adult cats. The report was assigned 
EPA MRID No. 45097001 and underwent Agency review. The EPA concluded that the report 
was "Acceptable" and that the study adequately addressed the safety requirements contained in 
Guideline 870.7200: Companion Animal Safety (see Appendix 7). Furthermore. the study 
supports a 7-day retreatment interval. 

The aforementioned report (EPA MRID No. 45097001) also supports the pending registration of 
Advantage lGR 9 and lGR 18 which accompany this submission. 

Kittens -A series of three companion animal studies collectively demonstrated the safety of the 
imidacloprid + pyriproxyfen formulation in kittens 9 weeks of age and older. However, to 
support a more desirable use pattern on the label allowing treatment of 8~week old kittens, a new 
domestic animal safety study was conducted (Bayer Report No. 33714), using a protocol 
submitted to and accepted by the Agency, with agreed to minor modifications (see Appendix 8.) 
Bayer Report No. 33714 is being submitted with this application for registration of the 
Advantage IGR 5. 

Product Labeling 

Enclosed for Agency acceptance are five (5) copies of draft labels, dated 11/24/09, for 
Advantage® IGR 5. This label is very similar to the previously stamped~accepted label for 
Advantage Plus 9 (EPA Reg, No, 11556-126; see Appendix I), The label for the proposed 
product differs from the previously registered Advantage Plus product in the following areas: 

1. Appropriate label language to propose a minimum age restriction (8-weeks) on kittens; 
2. Broadening the bulleted list of marketing claims 
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3. Revising the HOW TO OPEN section to include more information since the product will 

now be sold in a different Child-Resistant Packaging. These were the directions used in 
the CRP testing. 

4. Recommendation for the control of biting (chewing) lice. 

Data Compensation 

An appropriate data matrix listing all of the data necessary to support the registration of 
Advantage® IGR 5 (and also AdvanLage® IGR 9 and 18) is enclosed with this application. Please 
note, the enclosed data matrix cites only those data necessary for this registration. This 
registration application is for a product used only on cats (classified as an indoor, residential 
use); the data matrix does not cite any imidacloprid environmental fate, ecological effects or 
residue chemistry data because these data are not necessary for this proposed registraLion. 

Generic Data 

With regard to imidacloprid, Bayer CropScience LP (BCS) is the basic registrant of 
imidacloprid. BCS and Bayer HealthCare LLC (BHC) are wholly owned subsidiaries of Bayer 
Corporation, and therefore, the BHC, Animal Health Division, cannot claim Formulator's 
Exemption for the generic data requirements. Accordingly, enclosed is a copy of Letter of 
Authorization from Bayer CropScience (EPA Company No. 264) authorizing the use of the 
generic imidacloprid data by Bayer HealthCare LLC, Animal Health Division (EPA Company 
No. 11556). These generic data are cited in the enclosed data matrix. 

With regard to pyriproxyfen, a completed Formulator's Exemption form (EPA Form 8570-27) 
is enclosed with this initial application for Bayer to address compensation of pyriproxyfen 
generic data. Also, enclosed is a Letter of Authorization from Sumitomo Chemical Company 
Ltd. 

Product Specific Data 

All of the data necessary to support the registration of Advantage® IGR 5 are data previously 
submitted by Bayer's Animal Health group (EPA Company No. 11556) or are enclosed with this 
application or were submitted by the McLaughlin Gormley King Co. (MGK). Enclosed with this 
application is a Letter of Authorization from MGK. All of these data are cited in the enclosed 
data matrix. 

Enclosed is also a completed Certification with Respect to Citation of Data (EPA Form 8570-34) 
indicating we are choosing the Selective Method of Support for pyriproxyfen efficacy data. 
Again, a Letter of Authorization from MGK to cite these data is enclosed. 
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• Bayer HealthCare 
Animal Health 

Via Federal Express 

November 30, 2009 

Document Processing Desk {REGFEE) 
Office of Pesticide Programs (7504P) 
U.S. Environmental Protection Agency 
Room S-4900, One Potomac Yard 
2777 South Crystal Drive 
Arlington, VA 22202-4501 

Attention: 

Subject: 

Ms. Venus Eagle 
Registration Division 

Applications for the Registration of 

• 

Advantage® !GR 5 (Agency Tracking #740898}6606), 
Advantag.!® IGR 9 (Agency Tracking #74089836904), and 
Advantage" !GR 18 (Agency Tracking #74089837114\ 
products for pest control on cats and kittens 

Dear Ms. Eagle: 

Enclosed with this cover letter are applications for registration of three (3) 
new companion animal spot-on products, named Advantage !GR 5, 
Advantage !GR 9, and Advantage !GR 18, and all the appropriate 
supporting documents and data. These imidacloprid + pyriproxyfen~ 
containing products will be packaged in single~use tubes for application by 
pet owners and veterinarians for control of various stages offkas a.nd lice 
on cats and kittens. The purpose of this cover letter is to provide: an 
explanatory overview of the submission which may aid in the processing 
of the enclosed information and respective registration applications. 

Although these are applications for registration of new products, the 
products themselves are not really new to the Agency. On December 11, 
2007, the Agency issued Notices of Registration for bothAdvamage 
Plus 9 for Cats (EPA Reg. No. 11556-126) and Advantage Plus /8 for 
Cats (EPA Reg. No. 11556-129). The proposed three products contain the 
identical formulation and use pattern, residential- indoor, as the 
previously accepted products of Advantage Plus 9 and 18. Althf)lJgh Bayer 
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Health Care subsequently voluntarily withdrew the registrations of 
Advantage Plus 9 and Advantage Plus 18, this was for marketing reasons, 
and not because of a safety/risk issue or lack of data for the products. 
Therefore, much of the data needed to support these proposed products 
have already been reviewed and accepted by the Agency during the review 
process for the Advantage Plus 9 and 18. Furthermore, there are analogous 
registrations for this identical formulation for use on dogs and puppies, 
currently registered as Advantage Plus 10 (EPA Reg. No. 11556-128), 
Advantage Plus 20 (11556-125) Advantage Plus 55 (11556-127) and 
Advantage Plus 100 (11556-130). 

Applications for three (3) new products are enclosed and include 
Advantage IGR 9 (0.4 mL tube), Advantage !GR 18 (0.8 mL tube) and a 
third product, Advantage JGR 5, especially designed for small cats and 
kittens in a smaller single-use tube (0.23 mL). These products only differ 
from one another in terms of different dose/container sizes for different 
sizes of cats and kittens (see Table 1.) 

Product Chemistry: The insecticide formulation is identical for all tlrree 
of the proposed products, and is identical to the formulation previously 
accepted for the imidacloprid + pyriproxyfen-containing cat products 
(Advantage Plus 9 and 18), as well as the currently registered dog spot-on 
products (Advantage Plus 10, 20, 55 and I 00). Therefore, the product 
chemistry data requirements have already been satisfied for this 
formulation. Appropriate Confidential Statements of Formula for the three 
proposed products are enclosed. 

Efficacy: All of the products control fleas. These products are similar to 
the imidacloprid-containing Advantage products (Advantage 9 Topical 
Solution, EPA Reg. No. 11556-116; Advantage 18 Topical Solution, EPA 
Reg. No. 11556-118), except a small amount (0.46%) of a very effective 
insect growth regulator, pyriproxyfen, has been added to enhance efficacy 
against flea eggs. Whereas Advantage was efficacious against larval and 
adult fleas, the new combination product is effective against flea larvae, 
adult fleas, and flea eggs. Since the data, as listed in the data matrix, to 
support the flea control claims for this formulation have been reviewed 
and accepted by the Agency under the previous Advantage Plus 9 and 
Advantage Plus 18 actions, no new flea efficacy data are being submitted 
~ith this application. You will also note that the proposed labels contain 
many of the flea control claims found on the stamped-accepted labels for 
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Advantage Plus 9, Advantage Plus 18, as well as, on the stamped-accepted 
labels for Advantage Plus 10, Plus 20, Plus 55 and Plus I 00 for Dogs. 

The only other pest that appears on the proposed labels is the biting 
(chewing) louse. To support these claims, we reference the efficacy data 
previously submitted for lice control under the Advantage Plus for Dogs 
product, which is referenced in the Data Matrix. 

Application Method and Weight Bands: The method of application is 
the same for all three products, and it is the same application method as for 
the currently registered Advantage Topical Solution products. The entire 
contents of the appropriate-sized tube are applied to cats or kittens to a 
localized area on the neck at the base of the skull to control fleas. One 
product, Advantage IGR 5, will treat cats and kittens weighing Sibs. or 
less in size. The dose for this product is 0.23 mL of solution in a plastic 
tube. The second product- Advantage IGR 9- will treat cats and kittens 
weighing 5 to 91bs. with a tube size of 0.4 mL. The third product
Advantage IGR 18- will treat cats weighing 9 lbs. and greater in size, with 
a tube size of0.8 mL of solution in a plastic tube. All three tubes have 
different label colors to easily distinguish them from one another. 

Acute Toxicity Studies: As discussed earlier, the insecticide fonnulation 
is the same for all three proposed products (and the currently registered 
dog products). We are relying on the previously accepted acute toxicity 
studies on the formulation to support these proposed registration actions; 
that is no new acute toxicity data are included with the applications. The 
Precautionary label language and Signal Word are the same as the 
currently EPA-accepted Advantage Plus for Dog products. Because the 
acute oral toxicity value for the formulation was below the 1500 rug/kg 
''trigger," and because this is a residential use, the products must be 
marketed in Child-Resistant Packaging (CRP). 

Packaging: The packaging for the proposed cat products will be identical 
to the packaging used with the currently registered Advantage products for 
cats (EPA Reg. Nos. 11556-116 and -118) except that the tubes will be in 
a Child-Resistant blister. The packaging for the cat products will consist of 
a cardboard box with all appropriate label text except for the full 
directions for use. Inside the box v..rill be a leaflet containing all the label 
text. Also inside the box will be a CRP blister package containing 4 or 
6 tubes of the appropriate size. 
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The most significant difference in the packaging between the previously 
registered products- Advantage Plus 9 and Advantage Plus 18- and the 
proposed products is that the products are in a different Child-Resistant 
Packaging (CRP) material. For the previous products, the CRP packaging 
was made of PVC and the respective child and adult testing data were 
found acceptable to the Agency. The proposed products will be produced 
in KISI blisters. The packaging material scheme for all three of the 
proposed registrations is similar, and the CRP testing data for the various 
sizes are enclosed. The testing design to satisfy the requirements for all 
product presentations was developed with the agreement of the Agency's 
expert, Dr. Rosalind Gross. CRP certification letters are also enclosed. 

With regard to the overall CRP testing of the various packaging 
configurations, Bayer is aware ofPR Notice 97~9 regarding the electronic 
submission of CRP test data, and therefore these data have been prepared 
appropriately and are included on CDs. 

Companion Animal Safety: Submitted in support of the previously 
accepted registrations for Advantage Plus 9 for Cats and Kittens (EPA 
Reg. No. 11556-!26) and for Advantage Plus 18 for Cats (EPA Reg. No. 
11556~ 129), Bayer has an appropriate domestic animal safety study on file 

.._ with the Agency that demonstrates the safety of Advantage IGR on adult 
cats. The EPA concluded that the report was "Acceptable" and that the 
study adequately addressed the safety requirements contained in Guideline 
870.7200: Companion Animal Safety. Furthermore, the study supports a 7-
day retreatment interval. To support a label allowing treatment of 8-week 
old kittens, enclosed is a new domestic animal safety study (Bayer Report 
No. 33714) conducted using a protocol submitted to and accepted by the 
Agency. 

Data Compensation: An appropriate data matrix listing all of the data 
necessary to support the registration of Advantage IGR 5, Advantage 
IGR 9 and Advantage IGR 18 is enclosed with this application. Please 
note, the enclosed data matrix cites only those data necessary for this 
registration. This registration application is for a product used only on cats 
(classified as an indoor, residential use); the data matrix does not cite any 
imidacloprid envirorunental fate, ecological effects nor residue chemistry 
data because these data are not necessary for this proposed registration. 

Generic Data-With regard to imidacloprid, Bayer CropScience LP 
(BCS) is the basic registrant of imidacloprid. BCS and Bayer Health Care 
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LLC (BHC) are wholly owned subsidiaries of Bayer Corporation, and 
therefore, the BHC, Animal Health Division, cannot claim Formulator's 
Exemption for the generic data requirements. Accordingly, enclosed are 
copies of a Letter of Authorization from Bayer CropScience (EPA 
Company No. 264) authorizing the use of the generic imidacloprid data by 
Bayer HealthCare LLC, Animal Health Division (EPA Company No. 
11556). These generic data are cited in the enclosed data matrix. With 
regard to pyriproxyfen, a completed Formulator's Exemption form {EPA 
Form 8570-27) is enclosed with this initial application for Bayer to 
address compensation ofpyriproxyfen generic data. Also, enclosed is a 
Letter of Authorization from Sumitomo Chemical Company Ltd. 

Product Specific Data- All of the data necessary to support the 
registration of Advantage IGR 5, Advantage IGR 9 and Advantage IGR 18 
are data previously submitted by Bayer's Animal Health group (EPA 
Company No. 11556) or are enclosed Vv'ith this application or were 
submitted by the McLaughlin Gormley King Co. (MGK). Enclosed with 
this application is a Letter of Authorization from MGK. All of these data 
are cited in the enclosed data matrix. Enclosed is also a completed 
Certification with Respect to Citation of Data (EPA Form 8570-34) 
indicating we are choosing the Selective Method of Support for 
pyriproxyfen efficacy data. Again, a Letter of Authorization from MGK to 
cite these data is enclosed. 

I hope this overview cover letter is helpful in processing the attached 
applications. If you have any questions, please do not hesitate to call me 
at (913) 268-2751. 

Douglas A. Spilker. Ph. . 
Manager, EPA Regulatory Affairs 
Doug.Spilker.b@Bayer.com 

DASnt 

Enclosures 
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Table I. 

No. of 
Product Name Animal Animal Tube Size Tubes 

Size (fl. oz.) Per 
Package 

Advantage~ IGR 5 Cats and s Sibs. 0.0078 4 
(EPA File Symbol 11556·XXX) Kittens (0.23 mL) 

Advantage~ IGR 9 Cats and 5 to 9 lbs. 0.014 4 or6 
(EPA File Symbol I 1556·XXX) Kittens (0.4 mL) 

Advantage® IGR I 8 Cats and ': 9 lbs. 0.027 4 or6 
(EPA File Svmbol 11556·XXX) Kittens (0.8 mL) 
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Transmittal Document 

I. Name and Address of Submitter 
Bayer HealthCare LLC 
Animal Health Division 
Box 390 
Shawnee Mission, Kansas 66201~0390 

Douglas A. pilker, Ph.D. 
Manager, EPA Regulatozy Affairs 
(913) 268-2751 

2. Regulatory Action in Which this Package is Submitted 

• 

Data submitted to support the proposed registration of Advantage® IGR 5 (EPA 
File Symbol I I 556-XXX) 

3. Transmittal Date 
November 30, 2009 

4. List of Submitted Studies: 
MRIDNo. Volume 

"Evaluation of the General Safety of M881, ... 40 CFR 
Parts 160 and 792, T. J. Madsen. Report No. 337!4, 
193 p. 

2 "Child-Resistant Packaging (CRP) Child Panel Test of 
4 x 0.23 rnL Advantage® !OR KISI Blisters for Cats," 
40 CFR Part I 57.20 and 16 CFR Part 1700.20, 
L. M. Dixon. Report No. 33741, 59 p. 

3 "Child-Resistant Packaging (CRP) Senior Adult Panel 
Test of4 x 0.23 mL Advantage® !OR KISI Blisters 
for Cats," 40 CFR Part 157.20 and 16 CFR Part 
I 700.20, L. M. Dixon, Report No. 33 742, 25 I p. 
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Document Processing Desk (REGFEE) 
Office of Pesticide Programs (7504P) 
U.S. Envirorunental Protection Agency 
Room S-4900, One Potomac Yard 
2777 South Crystal Drive 
Arlington, VA 22202-4501 

Enclosures: 

Advantage IGR 5 

• 

• 1 copy Advantage lGR 5 Application for Pesticide Registration with Application 
Attachment and five Appendices: 

Appendix 1- Advantage Plus 9 and 18 Registration Notices & Voluntary 
Cancellations 
Appendix 2- Product Chemistry Review 
Appendix 3- Storage Stability Extension and Interim Report 
Appendix 4- Acute Toxicity Study Reviews 
Appendix 5- CRP Correspondence 
Appendix 6- Lice Study Review 
Appendix 7- Companion Animal Safety Study Review 
Appendix 8- Companion Animal (kitten) Protocol Review 

• I copy proof of PRIA payment 
• 5 copies draft labels, date of draft 11/24/09 
• 1 copy Letter of Authorization from MGK 
• I copy Letter of Authorization from Bayer CropScience 
• I copy Letter of Authorization from Sumitomo 
• I copy CRP Certification letter 
• I copy Formulator's Exemption (8570~27) 
• 1 copy Certification with Respect to Data (8570~34) 
• I copy data matrix (confidential) 
• I copy public data matrix 
• 2 copies Confidential Statement of Formula 
• 3 copies data transmittal document 
• 3 copies Bayer Report No. 33714 (Domestic Animal Safety- Kittens) 
• 3 copies Bayer Report No. 33741 (Child Resistant Packaging Study; 4-pack/child) 
• 3 copies Bayer Report No. 33742 (Child Resistant Packaging Study; 4-pack/adult) 
• I copy CD transmittal document 
• I CD (electronic data file) for Bayer Report No. 33741 
• I CD (electronic date file) for Bayer Report No. 33742 
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• Form approved. OMS No. 2070-0060, 2070-0057, • ..0107, 2070-0122,2070-0164. 

Applicant's Nome and Address 

Bayer Hea!thCare LLC 
Animal Health Division 
P.O. Box390 

United States 
Environmental Protection Agency 

Wa$hlnglon, DC 20460 

Formulator's Exemption Statement 
(40 CFR 152.85) 

EPA Fila Symbol/Registration Number 

11556-XXX 

Product Nama 

Advantage IGR 5 

Shawnee Mission, KS 6620 I 
Date of Conlidontial Statement ofFonnula (EPA Form 85704) 

1112012009 
As an aulhorizOO representative of ttto applicant for registration of tho product Identified above, I certify that: 

(1) This product contains the foUowing active ingrodlent(s): 

pyriproxyfen 
imidacloprid (not citing Formulator's Exemption for this active ingredient) 

(2) Of these, each octivolngredlont !IS'\ed In paragraph (4) Is prosont solely as the resuU of tho uBG ot that activo Ingredient !n the manufacturing, 
formulation or mpockaglng another product which contains that acllw Ingredient which Is registered under F!FRA Secllon 3, Is pun:hasod by 
us from another pemm and mee!s the requh1m1unls of 40 CFR secllon 158.&l(e)(2) or (3). 

(3) Indicate by checking (A) or (B) below which paragraph applies: 

I (A) An accurate Confidential Statement ot Fonnula (EPA FORM 8570-4) fDf"lho abova idantlfled product is attached to this statement. 

That formula statement Indicates, by company name, regJetrntlon number, and product name, tho sooreoofthe active lngmdlont(s) Hstod In 

paragraph (t). 
OR 

71 (B) The Confidential Statement of Formula (CSF)(EPA Form 8570-4) referenced above and on tile w!th the EPA Is complete, curront, an 

accumte and contelns the !nfnrmatloo required on tho current CSF. 

(4) The following active Ingredients in this product qualify for tho fOffilu!ator's axomption. 

Source 

Activit Ingredient Product Namo 

pyriproxyfen  

Registration Number 

 

•••••• • • • • • • 
•••••• • • • • •• 
••••• • • • • 

• • •••••• • 
•• • • • • • • • 
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• 
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• F orm Approved OMB Nos. : 0 0 107" 2070..0122 :2070-0 "" ,...,.._, 
UNITED STATES ENVIRONMENTAL PROTECTION AGENCY e 1200 Pennsylvania Avenue, N.W. 

WASHINGTON, D.C. 20460 

Paperwork Reduction Act. Notice: TIK' pubUc reporting bunk:n fur this ool!e<:tion of infomulion ~~ wtimatcd to avCI'Ilge I .25 hOI.Il'5 per ~Wpo!UC for rcgil!ralion 
and O.lS 11om's per ~rome for ~lion and spe.:ia! review activitia!, including time for reading lhe irutructiom and annpkting tbe neemuy fcnm. Smd 
~l$ regw.ling burden e!ltimllkor anymher epee~ ofthil; ro!leclion ofinfO<riVItion, including ~l.lll!l for reducing the bunkn to: DiKCWr, Colied!on 
Stnuegics Div~ion (2!122D. U.S. Environmental Protection Agency, 1200 Petm1ylvania Avenm:, N.W., Wuh!ngton, DC 20460. Do not &end the completed form 
ro Ibis address. 

Certification with Respect to Citation of Data 

Applicaot's/Rt~~~islranl's Name, Addmu, and T eklphono Number EPA RGQistration Numbef/Fil& Symbol 
Bayer Hoa!thCarv LLC, Animal Health Dlv. POB 300, Shawn eo Mission, KS 662011913-268-2751) 11556-XXX 

Activo lnaredi&nl1stand/or roore5$1'1ialivo test cornooundfs) o, .. 
.$OANV ~ lmldacloprid, pyriproxyfen 

Generol Use Polt4m{s) (Hst all !hose claimed tor this product uslfll'l40 CFR Part 158) Product Name 
Indoor, residential Advantage IGR 5 

NOTE: If your pmducl ill a 100% ropad«iiging of another pUrChased EPA-rogislemd product !abelod for all tha same uses on your label, you do not need to 
submit this foon. You mustwbmll th& Formulator's Exemption St!ltemen1 (EPA Fonn 85711<27). 

D 1 am reeponding to a Data-Ca!Hn NOiico, and hove Included with this f011T1 a list of c:ompanil.ll sentofforo of compensation (the Data MatriX foon OOoukl 
be used for this pmposo). 

SECTION 1: METHOD OF DATA SUPPORT (Check one method only) 

D I am using 1M c:ito-al1 method of support, and have indUded Y<ilh this form 

0 
I am wling tho seloctivo method ofwpport {or cite-Gil option 

a lilrt of companies soot offers of compornmtlon (lha Data Matrix fonn undar the~ method), ami havelnclt.lded vMll th!afonn a 
iihould b& used for this purpose). COO"Ipklted 11$1. of data raqulremonts (the Data Matrix fom1 must be 

usod). 

SECTION !1: GENERAL OFFER TO PAY 

[Requimd if udng Um dtu-01! method or when using the ci!G-all option undCI" tho s610ctivo method to satisfy one or more dab roqui«<ITWKlls) 

0 I hereby offer and agnMl to pay compensalion, to other peroorw, with rogart:lto the appnwal of ~~lis application, to trnt extent mqulrod by FIFRA. 

SECTION 10: CERTIACATION 

I oorllfy that this application for rogl$1rolion, this form for reregistration, or this Data-Call-ln response is supported by all data submltlod or cited In tho 
applic.ation for rog!stmlloo, tho form ror ll)flll}istrollon, or tho Data-Call-In response. In addition, If !he die-all option or cite-all option under the sot&ctivo mothod Is 
Indicated in Section I, thiS appliCation Is supportod by all data In the Agency's h that { t) concern the prt:lpGI"tloo or effects of this product or an ldenUool or 
wbslanllally similar product, or ooe or more of t1w ingredients in this product; and (2) is a typo of data that woold be mqulnld to be submllted under tho data 
roqulrements In effect on tha dale of approval of lhiS: application if tho appllc311on souglll tha initial rogislrntlon of a product of idontleal or !!lmilar oompoollion and , __ 

I cettlfy that for ooch oxclustvo use stucty cited in support of this rugistretion or rerog!Gifatlon, that I am the original data submitter or that I have obtalned 
the written permission o1tha origlrnll data submlttor to cite !hat study. 

I certify that for eoch study dled In support of this regiatmtion or mregis.lralloo that Is not an oxcim!vo uze sttJdy, &ithof: (a) ! am the original data 
aubmUter, (b) I have obtained the ponni&Sioo of !he original data submitter to uoo the study In support of this appllcallon; (c) aft period$ of eligibility ror 
compoouatlon havo expimd fur the study; (d) tho study Is In the publiC l!teroturo: or (o) I hove f'l(l{ffi6d in wrtting the company that submlttod tho study and have 
offered (I) to pay c:ompermatloo to lho extent requlrod by sections. 3{c)(1)(F) and/or 3(c}(2}(BJ of FIFRA; and (II) lo commence negollaUonato determine the 
amount and lofms of compon&atlon, if any, to bo paid for tho ueo of tho study. 

I oortify that In all Instances vmore an offer of compeneat!on lr;: roqulrod, oopieG of all offers to pay componoot!on and evldooco of lhe!f delivery in 
accorda.nco wllh Geclions 3{c)(t}(F) andlor3(c}(2)(8) of FIFRA are available and wltl be submitted to the Agency upon request. Should I fail to produce m.~dt 
evidoncc to the AQoncy upon roquos!, I understand that the Jl{lency may initiate action to deny. CSfiC(}j or oosp&rllj tho roglstrntion of my product in conformity with 
FIFRA. 

I certify that tho st.taments I have made on this form and all attachment. to It aro tna, aC(:urate, and complete. I acknowfodg& that any 
knowingly talsc or mlsloodlng statement may be punishable by fino or lmprlsanment or both under applicable law. 

··""'"" ffi ~_/ L.~- Da• T ypod or Printed Name and T!tle 

:Jo IM Uof Douglas A. Spilker, EPA Reg. Affaim Manager 

EPA Form 857Q-34 1 -2003) Electronic V" Popel" vcrclons available. Submit only Papervertion. 
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II 
UNlTED STATES ENVIRONMENTAL PROTI!CTION AGENCY 

401 MSttect,.S.W. 
WASHINGTON, D.C. 20460Form 

Approved OMB No. 2010-0060 
l'olpCI"i\'((t"k Reduction Ac:l Notice: The pub(ie repol'tiq: burdca fbf this eollection of infonnatiort i& cstimlted to amqe 0.2.5 boun. per ~ for .tmtiolt actMtics IUild .02$ holus per I"CaJJIOUe 
fOr infutmalion, indwiing ~fur reducing the butdea to: Direeror, OPPE lnfunnalion Manapnent Division (2137}. U.S. Enviromnml:al Proto.:tion Apil;y, 401 M Sfred, S.W., Wll$biopm. OC 
20«i0. Do 1101: send the lbim to the lddras. 

D1te: Novcmbc£24, 2009 

Bayer Heald!Care lLC, Animd Heallh Divi.noa 
P.O. Box390 
Shawnee Mitiioft, KS 66201-039() 

G11kld1De Gtdddla.eStudyName MRID 
IW<R- N11111ber 
N~traber 

Prodaet Chemistry, Stttioa 158.240 

42055302 
43306001 

61-1 Chemical identity 42256302 

42055302 

43306001 
42270101 

61-2 Stalement of Composition 412S6302 

42055302 
61-3 FOI'l'!\SriGn of impurities 4225(;302 

42055303 
43l<l6002 
42270802 

62-1 Ptelimiru.ry analysis 42236302 

420~~303 

"""""' 62-2 Ccrtific:nion oflimits 42256302 

42055303 

43213001 

43306002 

422~6302 

62-3 Aru!.lytieal method 45096901 

x:moiij/EP Adllllllmtrix/AdvantagePIIUCnJS 2009 Nov.doc 

DATA MATRIX 

EPA Rq No./Flle S,.IMJI: 11556-XXX, 11$56-XXX 
11556-XXX 

Procluet: ~ iGR. 5 
Advlnt:ap1) lOR 9 
Ad~IGRIS .... 

&sbadtter ...... Report N1111lber 

264 PER BR 1759 (TGAI) 

264 PER BR 187':1 (TGAI) 

264 PER BR 17U<i {Formulation) 

264 PER BR 1759(TGAII 

264 PER BR 11179(1GAJ) 

264 PER BR 1785 (TGAJ) 

264 PER BR 1766(Formulation) 

264 PER BR 1759 (TGAI) 

264 PER BR 1765{Fommlatioll) 

264 PER BR 1760 (TGAI) 

264 PER BR 11110 (TGAl) 

264 PER BR 1716 (TGAJ) 

264 PER 8R 1766 (Fonnul•tkm) 

264 PER BR 1760 (TGAI) 

264 PER BR 11110 (TGAl) 

264 PER BR 1766(Fonnulation) 

264 PER BR 1760(TGAJ) 

264 PER BR 11174 (TGAil 
264 PER BR 1880(TGAI) 
264 PER BR 1766 (Formulltion) 

11556 OWN Report No. 75130 

Pap I ofll 

blftdieat lmidadoprid. CAS= 133261-41-3 

Pyriproxyfi::n. CAS"' 95737~1 

""'"-

~ 

• < . 
• • 

···~ • 

• • 
•• 
• 

• 

• • 

..... 
• • 
•• • • •• 

• 

• 

236



Guiddiac Guiddloe Stldy N•-

63·1 I O!emical and 

63-4 I Odoc 

x:moiij!EPAdalanu.ttix/ Adm1111gePIIUCars 2009 Nov.doc 

UNITED STATES ENVIRONMENTAL PROTECTION AGENCY 
401 M Stm:t, S.W. 

MlUD 
Nuadler 

WASHINGTON, D.C. 20400 Form 

Subarittu I Stahtl 

rcPrutiou 
DC 
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II 
UNITED STATES ENVIRONMENTAL PROTECf!ON AGENCY 

401 M SUWt, S.W. 
WASHINGTON, D.C. 20460Fonn 

Approved OMB No. 2070-0060 
Papaw;xk RcductiQq Act Notioc:: The publ;M: report:ina burden fur Ibis eolleetion of infonnalion is estitnMcd to lYCf1IF 0.25 hours p¢r response fOe regiatratioo ac:tivitb .ad .02S hours I* rtSpl'ln$C 
filf ia1bmwion, inc!uding$~S for reducinJ the burden 1o: Director, OPf'E lnfurmation ~t Division.(2137). U.S. Envito!:utttnlal Protection Apncy, 401 M Street, S.W., W~, 0C 
2~. Do R<M send the limn to the address. 

DATA MATRIX 

D1tt: November 24, 2009 EPA Rq: No.fllite SymbGt lt556-XXX.115S6-XXX Pqel of II 
11556-XXX 

Bayer Healtbem:: UC, Allimsl. Health Division PToduct: ~ JGR 5 htgredk•t: lmidaeloprid, CAS= 131261-41..3 
P.O. bl90 AdYIII'Itllgo®IGR 9 • ShawnceMissioa.KS 66:WHl390 Adva~IORI8 P)Tiproxyfen, CAS .. 95737..SS..I -Glliddiwe Guktditle Stady N .. " MRID S.bmltkt' ...... Rtport N1mber ........... - N1mbe:r 
Nu.mbcr 

42055304 264 PER BR 176! {TGAI) 
63-17 Stornge stability 42256302 264 PER BR 1766 {Foonulation) 

63-18 Viscosity 264 PER N.A. ·Solid 

63-19 Miscib~ity 264 PER N.A. ·Solid 

42055304 264 PER BR 1761 (TGAI) 

63-10 Corrosion charneteri~liC$ 42256302 264 PER BR !766(FOI'nlllbtion) 

63-21 Dicklc!ric ~volt N.A· Solid 

64-1 Submittal of samples Samples: •vaUable upon rfqlle$1 

Produd Chemi$try; Identity, Composition, 
830-Gro~o~p A Analysis 45096902 115~6 OWN Repon No. 75133 
SJG-Group B Plcduct Chemistry: Pbysical!Chemical PrQpenies 450%903 ms6 OWN Report No. 75132 

Wiktlife 11d Aq1111ic: Of'Piisllls, Sft1lon 158.490 

=-71-1 Acule avian on!- quaillduek N.A. 

71-:!(a) A vim dietal)'- quail N.A. 
71-l{b) Avian dicwy ·duck N.A. 

71-3 Wild mammal toxicity N.A. 

71-4{1) Avian reproduction- quail N.A. 

71-4{b) Avian «:production- duck N.A. 

n-5 Sim111ated. or actual f1ekl sl\ldy N.A. 

72-l{a) Fish toxicity- bluegill N.A. 

72-l(b) Fiih roxicity blucg~ll- !ep N.A. 

x:moiij/EPM&malrix/Advan~a&ePiusCats 2009 Nov.doc 
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Gu.iddlac ..... _ 
Namber 

72-2{1.) 

72-2{b) 

72-2(e) 

72-3{1) 

72-3(b) 
72-3{c:) 

72-4(a) 

72-4(b) 

72-7 

N-

N~ 

N~ 

Nooo 

KS 66201.0390 

Gaiddiat St.dy Na111t 

lnvertebmte toxicity - Daphnia 

lnvel'kbnue JO)(k:ity- Amphipods 

Aellle IIQIIIIic i~ to)( \city -Chironomids 

Estuarine I maritle to)(icity- fish 

Estu.uine I marine toxicity - mollusk 
Estuarine/marine: toxicity - shrimp 

Early life Stage· fish 

Lift: cycle: invenebrate 

Simulated or aelUII field study 

Foliar llalf-life and distribtllion for potatoes 

Runoff and Erosion predictions for 
appk:lpotatolcot!Qn 

Risk asscssmenl for appk/pollltoleotton 

PELMO Modeling· suptbcct/Gernwty 
Tolicotogy, S«tfu 153.J.4t 

870.1100 Ac:ute oral toxicity 111t 

x:moiij/EPAd!!.talt'llttrixiAdvantag{'PiusCali 2009 Nov. doc 

UNITED STATES ENVIRONMENTAL PROTECTION AGENCY 

MRID 
Number 

42055331 

42256313 

4342$20[ 
4367%01 
450%904 
47039411 

401MSbet,S.W. 
WASHINGTON, D.C. 20460 Form 

Approw:dOMBNo.J.tJ/'UoWOII l 
hour$ per response for qil:tration activiti=s alld .025 bow's per=-
1. U.S. Enviroammtal Protrx:tion Apncy, 401 M Street, s.W., V 

11556-XXX, 
11556-XXX 

Prodad: ~lGR5 
~IGR9 

II 

S.braitkr I St.ms 

"' PER Report No. 100040 (TGAI) 

264 PER Rc:port No. 100010 (H) 

264 PER Report No. 1063&0 ( 1.6 f) 
11556 OWN Report No. 74585 (Adv) 
11556 OWN Report No. 75195 (Adv PillS) 
11556 OWN Report No. 75922 (Adv Plus) 

l~t:'. 

N.A. 
N.A. 
N.A. 

N.A. 
N.A. 
N.A. 
NA 

NA 

N.A. 
N.A. 

N.A. 
N.A. 
N.A. • 
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66201.0390 

C.lddille s.dy Na~~~t 

370.1200 Awtedermal rat/rabbi I 

370.1300 """ 

Prim.uy eye irritation • rabbi! 

x:moiij!EP Ad&llUIUl!Tix/AdVIIII1l1gcPJU5Ca.IS 2009 Nov .dol: 

UNITED STATES ENVIRONMENT At. PROTECTION AGENCY 
4!)( M Strn, S. W. 

MRID 
Na•btr 

WASHINGTON, D.C. 20460 Form 

Sabadtttr I Statu 

IGR9 
IGR II 

DC 

CAS"' 95737-68.1 
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Galdtlift Study Namt 

870.2500 mbbit 

1170.2600 

Chronic • rodent 

x:moiijfEPAdatamslrix/Adva.ntagcPIII$Cats 2009 Nov.doc 

UNITED STATES ENVIRONMENTAL PROTECTION AGENCY 
401 M Street, S.W. 

MRID 
N11m1J.tr 

WASHINGTON, D.C. 20460Form 

S.bmitter I Stttas Dal:riptioa. 
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Gaiddiae Stady Namt 

mo 

~ 

Gene mutlltion 

SIJ'Uclllal clm.lmosomal .bemuion 

x:moiij!EPAdftlamatrix/ AdV1111tll.gePiusCats 2009 Nov.doc 

UNITED STATES ENVIRONMENTAL PROTECllON AGENCY 
401MStn!d,S.W. 

WASHINGTON. D.C. 20460 Fotm 
-OMBNo.2071).(1060 I 

holll's per respomc for~ ICtivitia and .()25 llourt p«-= 

MRID 
Number 

--
S.~Hnitkr I St.tu 

),U.S. Enviromnmtal Protection Apne:y, 401 M Street, S.W., 

.. 95737-68-1 

~Namber -·-
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II 
UNITED STATES ENVIRONMENTAL PROTECTION AGENCY 

40JM~s.w. 
WASHINGTON, D.C. 20460Fonn 

~ OMB No. 20m.oo60 
Paperworlt Reduction N:.1. Notkc: The public lCpOrdng burden for Ibis c:ollcctioa of intOnnation is atimalcd to averqc 0.25 hours pet respoRSC f« rqistraticft a.:tlvidcs llftd .025 hours pet response 
for information, ineludins; suggmioos for reducing !he burden to:~. OPPE Infonm.tion M~ Di\isioa (2137). U.S. Environmtr~tal Proocction Apncy, 401 M S1nlGt, S.W., Wasbinpon, DC 
20460. Do not send 1M form to the tlddrcu. 

DATA MATRIX 
Date: Novembtt 24, 2009 EP'A Rtg No./File Symbol: J 1556-XXX. JJSS6-XXX Pip 8ofll 

J (556-XXX 
Bllyer HcalthCan: lLC, Animal Hallh Division Prodlld: AdwntqefliOR 5 lagmlieat: Imidacloprid, CAS .. 138261-41-3 
P.O. Box390 Ad~tGR9 

Jl Shawnee Mission, KS 66201..0390 Adwnla§c'® JOR 18 P)Tiflrox)fcn, CAS"" 95737-68-1 

l Gulddiae st.dy Naaae I NM< Guldella~ I MRID S.bmitter Statu I Rtport Number I...,.,... R~~HB~ Nn•ber 

84-4 I Other RCOOIOXk: dfcrts 

85-1 I Genet'~~~ metabolism 

3W.7200 

x:moiijiEI' A.datamalrixiAdvantapPJU$(';af$ 2009 Nov.doc 
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II 
UNITED STATES ENVIRONMENTAL PROTECTION AGENCY 

.WI M Street, S.W. 
WASHINGTON, D.C. l0+60Form 

Approva1 OMB No. 207Q.0060 

Paperwmt Redue:OOa Mt Notice: The public~ burden forttlis colla::tion of~ is cstim&kd 101~ O.lS hours pet~ tOr~ aetivities&nd .025 hola per response 
for infOrmation. ineluding~ for reducing the bufdon 10: Dir$eto£, OPPE lnfbrmation ~t DMsion (2137), U.S. Env~ Protcctioa.A.Jeney, 401 M Street, S. W., WashiRf£100, DC 
20460. Do not scad the fonn 10 the address. 

DATA MATRIX 
Dak: NoYcmbcr 24, 2009 EPA lite No.IFUe Symbol: IJ556-XXX,li556-XXX Pqs:: 9 of II 

!!~XXX 

Bayer HealthCarc U.C, Animal Heal!h Division Product: Ad~ lOR 5 l~~&mlicol: lmidacloprid, CAS"' ll!l261..41·3 
P.O. Box 390 AdYantqc® lOR 9 _. Shrlvmce Mission. KS 66201.0390 Adwni:I:F® IGR IS P)riproxyfen, CAS"' 95737~1 

Nok 
GuilkU.t G•kldiac Stvdy Name MRID ........ , Statu RtpGnNumbu lDtscrip6oa I - N••btr 
Num""" 

43679503 11556 OWN Report No. 74571 (Adv) c •• 
4-3679504 11556 OWN Report No. 74581 {Adv) "'" 43679609 11556 OWN Report No. 74572 {Adv) -43679610 11556 OWN Report No. 74541 (Adv) Dog< 

44256901 11556 OWN R.epon No. 74800 {Adv) Speed offka kUI 

44256902 11556 OWN Report No. 47828 (Adv) larvicidal df~C&Cy 

44256903 11556 OWN Report No. 74-792 (Adv) Effo:ts of shampooing 
47109101 11556 OWN Report No.75867 {K9) Walerproof 
45086801 1021 PER Report No. OTOIS-94 Pyriprolcyfm tffJCacy 

45036801 1021 PER Report No. OTOI6-93 Pyriprmcykn effiuey 
4$086801 1021 PER Report No. 01""0()6.% Pyripnucyfcn e • ,,_, ·- 47190401 11556 OWN Report No. 75950 Uu 

Pl .. t Prot:etlioo, SediOII 158.54e 

122-2 I Aquatic plant grolll1h NA 
123-2 I Aquatic plant growth NA 

NCKt·Tafl;d 111scc~. Settiolt 158.590 
141-1 Honey bee acute oontzct N.A. 
141-2 Honey bee residue on foliage I N.A. 

Ruolry Protetdoo, Settkta 1511.390 

230-236 Mixeri'loaderlapplk:atof exposure N.A 
Enviro11mntal Fate, Stdfoa 158.290 

161-1 H)\"lrolysis N.A. 
161-2 Photodegmdalitm· water NA 

x.:moiijfEPAdatanutrix/AdvanbgeP1usCats 2009 Nov.doc 
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II 
UNITED STATES ENVIRONMENTAL PROTECTION AGENCY 

401 M S1rr:<rt, S.W. 
WASHINGTON. D.C. 20460 Form 

Approved OMB No. 207{)..()()60 

Paperwork Redud:ion Act NoOce: 'The public rqxxtiflg bwrdcn fbr Ibis collcerioa of information is ~ to awoec 0.2S hours per response fbr ~ activiti<:s Md .OlS hours per ~ 
for illfOnmtion, including sue:seslicn5 tbrRlducing lhc bunkn to: Dim:tor, OPPE Information ~It Division{2137). U.S. Environmt!\1:11 ~Agency, 401 M Street, S.W., W~, OC 
20460. Do not send lhc form to the~-

OAT A MA. TRIX 
D•te: November 24, 2009 EPA Ilea NoJFiteSy•bo!: llS56-XXX,llSS6-XXX Page !Oofll 

ii$56-XXX 

8a)w HeakDCI!Rl UC, Animal Health Division Prod.W ~IGR$ lalftd~at: Iml4ftclo;rid. CAS= 13826l··U~3 
P.O. Box390 

"""""""'""' • Sbawncc Mission, KS 6620 1-0390 Ad~IGRIII P).riproxykn, CAS= 9$737.68-1 

N"" 
Gaiddhae Gulddtae Study N•~qe MRID 

..... _ ...... Report Number I ........... I Referucc N•mber 
Na•ber 

x:moiijfEPAdatamatrix!Advanii&C:PI115Cats 2009 Nov.doc 
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KS 66201-0390 

G- Guiclt1hle Smdy Naae 

Si8!l_ature ;{/'· d~.~L .... .'"#_ 

UNITED STATES ENVIRONMENTAL PROTECTIOl"~ AGENCY 
401 M S~reet, S.W. 

MRID 
Namber 

WASHINGTON, D.C. 20460Fonn 

Sabaritter I Stahls 

Douglas A. Spilker 
Manager, EPA Regulatory Affai~ 

EPA Form 8570-35 9-97 lectronie Pa ~ions available. Submit onl Pa r version. A ene Internal Use Co 

x;moiijiEP Adatam.atrix!AdVll!lllfii:PlusClus 2009 Nov.doc 

I•ltf"Cd'1eat: 

Delc:ripdon 

November 24, 2009 

246



66201-0)90 

G•iddl•e Shldy Nuae 

x.;moiijiEPAd&WnatrilliAdVMtzgcPiu.sCals 2009 Nov pMbli;;.doc 

l1NJTED STATES ENVIRc»>MENT AL PROTECTION AGENCY 
~I M Slrc¢t,. S.W. 

MRID 
N•aber 

WASHINGTON, D.C. 20460Fonn 

EPA llcc No./File Sy•bol: 

Prod act: Ad~ lOR 5 
A~!GR9 

Stdnakter I Shhls 

IISS6-XXX f'l&e I ofll 
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II 
UNITED STATES ENVIRONMENT AJ.. PROTECTION AGENCY 

40!M~S.W, 
WASHINGTON, D.C. 20460F«m 

ApprlM:d OMB No. 207().0060 

Pepcrwon bdoc:l:ion A<:t NOli=: The pablic ~ burdcrt fOr this colk<:tion of inl'tnmalion is cstimMcd to &\"Cl''F 0.25 hoots per f'eSpOfi$C far ~ activities IIDCI.Ol.S bo1111 pcrrcspon:H 
fer infonnarion, inelud~~fbr"mlutinglbcbutdmto:Dir;dor, OPI'ElafomWion~Di'fisioa(2137), U.S. E~Protection Apey, 401 MS:trcct.S.W .. W~ OC 
20460. Do not send 1M 10 1M adclress. 

1M. TA MATRIX 
Date: ~ 24, 2009 EPA Rea: No./Fik Symbol: JI.S$6-XXX, IU56-XXX Plge2ofiJ 

ll55&-XXX 
Bt)"C£ HealtbCale LLC, Aaitna! Hcakh Division Pl'od~~et: ~ IGRS l~mt: Imkbcloprid, CAS "' 13826I-4I-3 
P.O. Box 3S<I Ad~IGR.9 

:tl Sblvmce Misllion, KS 66201-0390 Ad~IGRI8 Pyriproxykn, CAS= 95737-68-l .... 
Go......, Galdc!ine Stady N,_ MRID Sablaitter ...... Report Nnmber .. , Deseripdoa I Rc:l'ernee Namber 
Nambcr 

x:moiij!EP Ad&tllmatrix/Ad.V811tzgcPiusCats 2009 Nov publie.doe 
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II 
""-'· 

Gai<kliae Stlldy N1111e 

Jr.:ll1Qiij!EPAdabmatrix!AdvantagePlw;CIIs 2009 Nov public. doc 

UNITED STATES ENVIRONMENTAL PROTECTION AGENCY 
401 M Street, S.W. 

MRID 
Number 

WASHINGTON, D.C. 20460Fonn 

US. 

S.baltk:r I Sttt-.1 

OMB No. 20'11).0060 

DC 
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~----------------

II 
UNITED ST A 1ES ENVIRONMENTAL PROTECTION AGENCY 

40 I M S~net, S. W, 
W ASHJNGTON, D.C. 20460 Fonn 

Appnwod OMB No. 2070-0060 
Pap«wort Reduction Act Notkc: The JM!bli;: repottinc; burdcQ for Ibis oollectiQn of infunnmoa is cstimat=d to ~ 0.25 bouts pt:f RlSpOII$C for~ aetivlties aDd .02.5 hours per rapoli$C 
for .i!dbrmltioa, inckufina:$uggesliol'ls for redueing1bc burden to: Dircc:tor, OPPE Infimna1ioo ~Division (2137}, U.S. Envin.lnmt:Utal Protcd:ioll AceaeY, 401 M SIJ'CCt. S.W., Wathington, DC 
20460. Do 110( $Cftd die fOnn tQ lht: addrus. 

DATA. MATIUX 
Date: Ncrvanm 24, 2009 EPA Rq; No./Fik: Syiabol: 11556-XXX. 11556-XXX Pagc4ofll 

llSS!i-XXX 

811)'« Healtheare LLC. Animal. He:.!lh Division PTodu~ Advantage® lOR s Iagftdlut: lmid&cloprid. CAS .. 13&261-41-3 
PD.Box390 Adva:nbgl:4) IGR 9 

~ 
Sha.\IMC Mission, KS 66201-0390 Advtntage® JGR II f')'riproxyftn, CAS= 95737-68-1 -Gaiddille GuitkUue Stady Name MIUO S.bmirter """' Report Nambtr I DescriptiQa It< ... _ Nambcr ....... 

x:rnoiijiEPAdabtmBlrixiAdV~~~Uag~.:PiusCat:s 2009 Nov public. doc 
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Guiddiac Study N••e 
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